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FOREWORD 

In conducting research using animals, the investigator(s) 
adhered to the "Guide for the Care and Use of Laboratory 
Animals," prepared by the Committee on Care and Use of 
Laboratory Animals of the Institute of Laboratory Animal 
Resources, National Research Council (NIH Publication No. 
86-23, Revised 1985). 
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1. INTRODUCTION ~~^-^^ 

Until September 1987, no new compounds had been~-«ubmitted during 

this second year of the contract. As a result of this, the main 

emphasis of>*th3-work has been on our continuing studies into drug 

resistance, involving further examinations of cross-resistance 

patterns in resistant lines. In addition, ultrastructural studies 

comparing treated and ./untreated parasites resistant to a wide 

range of antimalarials have been carried out. Some preliminary 

studies into the in^vivo effect of calcium channel blockers on 

chloroquine resistant strains of rodent .salaria have also been 

undertaken. 

A problem which was encountered with a virus infection in our    « 

mosquito colony stimulated a series of studies into the action of 

some    antiviral   agents   on   polyhedrosis   virus   in 

Anopheles,stephensi.  Ultrastructural studies of treated and 

control mosquitoes are included in this report. /V*y«•*»*•*«****#*««*»?•* 

In response to a request from Dr T Sweeney, definitive test 

data from all blood schizontocidal and causal prophylactic tests 

were assembled. Where necessary the test results were 

recalculated using our current procedures in order to provide 

data which could be validly compared. These data are appended to 

the Report as Appendices 5.3 and 5.4. 

2. ADMINISTRATIVE EVENTS 

Staff employed on US Army funds are as follows: 

) 

Senior  Technologist/ 
Research Assistant 

Technicians 

Secretary 

- Mr B L Robinson 

- Ms A West 

- Ms J R Cox 

- Mrs B A Sargeaunt 

100* Time 

100* Time 

100* Time 

25* Time 

Other staff associated with the project but not financially 

\ 
i 
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APPENDIX  1 

UPDATED   SUMMARY  OF  RESISTANCE   FACTORS   (190) 
OBTAINED  IN  CROSS-RESISTANCE  STUDIES 

"Original  contains  color 
plates:  All MIC reproduct- 
ions will be in black and 
white" 
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APPENDIX 2 

SUMMARY  OF DATA OBTAINED FROM "4-DAY" BLOOD SCHIZONTOCIDAL 
TESTS IN CROSS-RESISTANCE STUDY. 

. 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

COMPOUND NAME 

OR NUMBER . .QhVSWSfW'Jfc       PARASITE  (SU8 )S«C 

FORMULATION .)>**«*? 80 / B2Q .. ROUTE OF ADMINISTRATION I  SC 

MAXIMUM TOLERATED DOSE (MTD)    M6/KG X ... 

Strain uai ly dose 
mg/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
paras 1t* rate l   fmHNr 

3.0 5 — 

lO'O S - * &*lft 
QM SO'O 5 t _ . . 

IO0-O 5 - 

tf io 

ED50(range)gs.o(iS.o-U >o) 
ED90(range)3oS(9S.o.%. 

is) 
Resistance factor Ig0 

ED5Q(range) 

EDgo(range) 

Resistance factor IgQ 

Principal  Investigator: Professor M.rcten 

Department of Medical Protozoology 

London School of Hygiene & Tropical Nttflcu 

119 

- 



r ■^ 

SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TABLE <o 

COMPOUND NAME 

OR NUMBER ..£WftW5|»»n?       PARASITE  (SUB)SPECIES  P-yW***  

FORMULATION . .!***«RQ/.H^O. ROUTE OF ADMINISTRATION :  SC/IP/PO/IV 

MAXIMUM TOLERATED DOSE (MTD) 'yJP.P.. MG/KG X $\ 

Strain ually dose 
mg/kg DO-D+3 

No. of 
mice 

NO.   Of 

experiments 
Mean control 
parasite rate X 

Ireated PR^ 
Control PRrluu 

loo 5 ^ 92-2 * 60 
3>o-o 5 ^ Ifc-**** 

QS 60 *o S 1 tlB bo-1 SH* 

looo s m 3*2 ± \S-8 

t 10 \«>0 

ED50(range)7o.o(ia<o_,. red 
0)    . ED90(range)4OO(lit.^fc 

Resistance factor Igo 

ED5Q(range) 

EDgo( range) 

Resistance factor Igo 

Principal Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 

IZO 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 
TABLE 1 

COMPOUND NAME 

OR NUMBER .AtfQDlA$<JlNE       PARASITE (SUB)SPECIES  .P'.^P^QhS-L 

FORMULATION .)^<=¥n SO /M^Q.  ROUTE OF ADMINISTRATION : SC/IP/PO/iV 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X  ... 

Strain Uaily dose 
mg/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

ireated m^ 
Control PRr1U0 

3.0 5 - lOO   ± 5'1 

\0'0 5 — 8^8 ± S-l 
QW\ 30'0 5 1 _ 59-8 iS'S 

lOO-O 5 - 53'S ^iQ'Z 

0 to %•! 

ED5Q(range)fe4-.(>Uvo _ \4Jg) 

EDg^rangeJj^,^.^ 
! 

Resistance factor Igo 

ED50(range) 

EDgo( range) 

Resistance factor Ig0 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOO SCHIZONTOCIDES) 
TABLE % 

COMPOUND NAME 

OR NUMBER ..^QDifi^i.^       PARASITE (SUB)SPECIES B^PtirWLfgf? 

FORMULATION .J.W?$0.?.Q/.lrlp. ROUTE OF ADMINISTRATION : SC/IP/PO/IV 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X ... 

Strain uaily dose 
rag/kg DO-D+3 

No. of 
mice 

No.   Of 

experiments 
Mean control 
parasite rate % 

ireated PRX„100 

Control PRrluu 

30 5 — tfU  ± 8-3 
\o>o S — 51-2 * SO 

QS 3o-0 5 1 - 3&'i ±8-R 
100 o 5 - So-o t "}.3 

0 IO 19 '8 

ED50(range),0l5(4i8,^ 

ED90(range)3\0(\AO - b8o) 

Resistance factor I„0 IIQ,^ 

ED50(range) 

EDgo( range) 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 
TABLE 9 

COMPOUND NAME      WH27S2S8 

OR NUMBER .. .WW. J3P.3.       PARASITE (SUB)SPECIES . P. b*^\*i, 

FORMULATION .Tv.ffrt$Q.|H^Q ROUTE OF ADMINISTRATION :  SC/IP/PO/W 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X ... 

Strain Uai ly dose 
rag/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

Ireated M^ 
Control PRrluu 

3o 5 - 
93-5 ± =?0 

»o«o S m 9b<S 4 A3 

q 3oo s 1 m IOO   ±   1*9 

ioo«o 5 - 94.0 t *.*» 

rf to 8.0 

ED5Q(range) >  |06 

EDgo(range) ^  {oa 

Resistance factor Igo 

30 5 v 39-1 Sto-5 

io«o s _ 95 8 t 12.4- 
NH 3oo s 1 - 310 t b.fc 

tOO'O s - b*.\ 4 9>1 

of 10 93 

ED50(range)  > |0o 

EDgo( range) »|<>0 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 
TABLE IQ 

COMPOUND NAME 

OR NUMBER PARASITE (SUB)SPECIES P. 

FORMULATION .l>g<««>.8t> JBJO. ROUTE OF ADMINISTRATION : SC/IP/PO/** 

MAXIMUM TOLERATED DOSE (MTD)   MG/KG X ... 

kjftfj^.;. 

Strain uaily dose 
rag/kg DO-D+3 

NO.  of 
mice 

NO.   Of 

experiments 
Mean control 
parasite rate % 

Ireated PR3L1Q0 
Control PRrIU0 

30 s m C 

to>o s m O 

P ao.o s 1 - O 

\oo*o s - O 

cs 10 H-4 

ED50(range)  < ^0 

EDgo(range)   < g%0 

Resistance factor Igo 

3-0 5 m 05 t o-s 
»oo s m 0 

B ioo S 1 - 0 

voo-o S m 0 

p 10 20.8 

ED50(range)    < 3<0 

EDgo( range)    < 3o 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene * Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TABLE It 

COMPOUND NAME 

OR NUMBER 

WR-i-2.8268 

..WW.ttO.*.. PARASITE (SUB)SPECIES P. 

FORMULATION .T***o.8Q /.H^O.  ROUTE OF ADMINISTRATION : SC/-IP/P0/IV 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X ... 

*»$#) 

Strain Uaily dose 
mg/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
parasite rate X 

ireated KiWj(100 
Control PRrluu 

3.0 s _ 0>A * 0-4- 

io«o s . O 

PYR 3oo 5 I - O 

ioo«o S - O 

(* IO 1ST 

ED5Q(range)   < a,0 

EDgo(range)    < ^,Q 

Resistance factor !„« 

^.o s M COX ± 0.01 

io«o s M o 
ORA 3o-o s 1 « o 

tOO'O s - 0 

0 10 V2-1 

ED5Q(range)   <i>0 

ECgo(range)   <,*.<> 

Resistance factor Igo 

Principal Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE   12 

(BLOOD SCHIZONTOCIDES) 

COMPOUND NAME     W R 'i'Z^ 'ZSS 

OR NUMBER ..V^N..*3QB       PARASITE (SUB)SPECIES .P'.teftfgbei... 

FORMULATION .TNSft>$Q J.HxO. ROUTE OF ADMINISTRATION : SC/IPj'PO/IV 

MAXIMUM TOLERATED DOSE (MTD)   MG/K6 X ... 

Strain uaily dose 
mg/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

ireated PRX^100 
Control PRrluu 

3«0 5 - oa t cos 
io*o s » o 

MEN "3o-o S 1 - o 
vooo 6 . 0 

0 10 2BS 

ED5Q(range)   K a<0 

ED90(range)   K a >0 

Resistance factor !<& 

ED5Q(range) 

EDgo( range) 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TABLE  13 

COMPOUND NAME    WR 2.262.5$ 

OR NUMBER ..\&H.X1Q!$       PARASITE (SUB)SPECIES .?'.^njV«;V 

FORMULATION .!JW*\fc0.j[H^O. ROUTE OF ADMINISTRATION : SC>HyPO/*» 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X ... 

Strain Uaily dose 
rag/kg DO-D+3 

No. of" 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

treated PR*., 
Control PRr100 

3«0 S ^ ^5«2 ± VI 
IO O S ^ Sfc.3 ± 4.0. 

NPN 30-0 s 1 m SM * SI 
too-o 5 m 49*0 * o-"2> 

0 to »9'4 

EIWran9e>30.oU.O-9S. D^ 
EDgo(range) » ^ 

Resistance factor Igo 

i-o S - 0>oi t o>o\ 

»o«o 5 ^ 0 

PFWA ^00 S 1 - 0 

100 0 S m 0 

p IO !4-.fe> 

ED5Q(range) <  3.0 

EDgo(range) <   a,0 

Resistance factor IgQ 

Principal Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 14. 

(BLOOD SCH1ZONTOCIDES) 

COMPOUND NAME W« -*2B 2.S8 

OR NUMBER   . \&*. .17Q©   PARASITE (SUB)SPECIES .P*b*<j£tt'v 

FORMULATION TWM^.^P/l^Q. ROUTE OF ADMINISTRATION : SC/IP/PO/IV 

MAXIMUM TOLERATED DOSE (MTD)   MG/KG X ... 

Strain Uai ly dose 
mg/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

ireated PKL,-. 
Control PRiT,uu 

^•O S m fc*8 ± 41 

10 -O s _ 81 • 2 **•! 

NAM Eo<o s 1 - b*-4. "1 5* 

)oo<o s • Sl.ft 1 U.«o 

0 10 |U(0 

E050<ran9e>llo(«.©-«9S > 
ED90(range)34oo(^oo-S too} 
Resistance factor I„0 

3-0 s m tOO  * S-5 

\oo s a. 85-5 1 lo-"5 

QM aoo s 1 M 8o*s * io"a 

1000 5 . 723 t 5<9 

0 «o M 

ED50(range)   > ^ 

ED9Q(range)   ^ ^ 

Resistance factor I„0 

Principal Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 
TABLE   15 

COMPOUND NAME    w* OL^^S* 

OR NUMBER .MK*..(39B       PARASITE (SUB)SPECIES . P-.bg^b^. 

FORMULATION . .T>»?BV>.$Q }}&£> ROUTE OF ADMINISTRATION :  SC/-WPO/IV 

MAXIMUM TOLERATED DOSE (MTD)   MG/KG X ... 

Strain uaily dose 
rag/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
parasite rate X 

ireatedHK3L.n 
Control PRrluu 

1*0 s M b«*8 * 13-1 

lO'O s • 39*3 * 192 

NSUOO 3o-o s 1 #» 22*9 ± 14.» 

»ooo 5 - •fe'l   ± W-2 

flj to 5b 

ED50(range)7.5(UB.12,, 0 
ED

90(ran9e)9O'0(2».O-2 ho) 
Resistance factor Igo 

3.0 5 _ fcVt * A.o 

io>o 5 . S*.\ * S5 
SAfA 30-0 5 1 a 45-fo ± A-.t 

100 0 s . 3b-S t 4-5 

IZT IO 22.2 

ED50(range),S.S(^.s_%4 A 
EDgo( range)> \QO 

Resistance factor Igo 

Principal Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE I fo 

(BLOOD SCHIZONTOCIDES) 

COMPOUND NAME   w^"ia«2S8 

OR NUMBER .^N.)199.       PARASITE (SUB) SPEC IES .P:^9*&k. 

FORMULATION .T*ttfek.8Q/H,Q.  ROUTE OF ADMINISTRATION :  SOiP/PO/R 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X ... 

Strain Uaily dose 
mg/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

'reated PKX„100 
Control PRrluu 

IO 5 _ 100  * %* 
vo 5 . W4. * ?-9 

OS IO-O s 1 - 189 t S-2 

30«0 5 - ISO ± 11-4 

$ IO 180 

ED5Q(range) > j0 

EDgo(range) » $0 

Resistance factor IgQ 

ED5Q(range) 

EDgQ( range) 

Resistance factor !„„ 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TABLE 17 

COMPOUND NAME 

OR NUMBER 

WR r*.8ZS« 

WW . y?\&9.       PARASITE (SUB)SPECIES .P« 

FORMULATION ..TvWfrnfiO.jH^ ROUTE OF ADMINISTRATION : SC/IP/PO/IV 

MAXIMUM TOLERATED DOSE (MTD)     MG/KG X  ... 

Strain uaily dose 
mg/kg DO-D+3 

No. of 
mice 

No.  Of 

experiments 
Mean control 
parasite rate % 

ireatea ML. 
Control PRr100 

3.0 s — lOO   ±30 

io-o s — &>■*> i S.fc 

Q*\S ao>o s 1 _ «00 ±  M 
\oo-o s _ 45-9 * 8-fe 

tf 10 5>8 

ED
50(ran9e)%.o(»6-O-M >s) 

HW«»>vi«[tto-t«i 0 
Resistance factor Igo 

ED50(range) 

EDg0( range) 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TABLE    I & 

COMPOUND NAME 

OR NUMBER . .Qg¥ft¥9k&*M£       PARASITE  (SUB)SPECIES  .^'fe^Hl. 

FORMULATION .. !^.%«P.?Q/.Mp.  ROUTE OF ADMINISTRATION : SC/^-P/PO/IV 

MAXIMUM TOLERATED DOSE (MTD)     MG/KG X  ... 

Strain uaily dose 
mg/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

ireated PR^ 
Control PRrluu 

3.0 5 — Ifc.J ± IOQ 

\o-o 5 - t>4-.4± \A.\ 

QW\ iOO 5 1 - a-b^ i."5 
bo.o 5 _ o 

ti IO 8*1- 

ED50(range)7.t(4.,o_,*s! 1 

ED90(range)2,%o(n>o_S|(| B 
Resistance factor Ig0 

ED5Q(range) 

EDgo( range) 

Resistance factor !„« 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 

Ii2 



^" 

I 

i 

SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TABU   19 

COMPOUND NAME 

OR NUMBER . .P&MW3WW&       PARASITE (SUB)SPECIES  . P-.SJfSJW. &$>. 

FORMULATION Tvf^.^.^p/.V^p. ROUTE OF ADMINISTRATION :  SC/-HYW/iY 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X ... 

Strain Uaily dose 
mg/kg DO-D+3 

NO.   Of 
mice 

NO.   Of 

experiments 
Mean control 
parasite rate X 

Ireated PRX,,™ 
Control PR!* * 

\><D 5   513t t>-C 

3.0 5 _ 4-4-.^? tbS 

<$S \o-o 5 1 — 3<55 1 8 4 

30-0 5 _ >•<}  ± !•! 

p IO \9-8 

ED50(range)Q,1(,.,  _9,5^ 

EDgo(range) 1^(43.40^) 

Resistance factor I„0  | ,3 

ED5Q(range) 

EDg0( range) 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY OK ANT [MALARIAL DRUG TESTS 

(BLOOD SCHI /ONTOr. IDf S) 

TAKII   20 

COMPOUND NAMt 

OR NUMBER . .9.Y'.Tr»e. h^O»«Mfi.O<H. .       PARASITt   (SUB)SPECICS   .   B. 

FORMULATION  . T^.«0SO./.W^t. .   ROUTE OF ADMINISTRATION   :   S&mPO/-V1 

MAXIMUM  TOLERATED DOSE   (MTD)       MG/KG X   ... 

Strain 
Uai Iy dose 
mg/kg DO-D+3 

No. of 
mice 

No.  of 
experiments 

Mean control 
parasi te rate % 

Treated PK3L.nn 

Control   PRr100 

3o.o 5 — 891 ± |l>5 

loo-o 5 - S8-3± s-t 

RC Sooo 5 1 — 4-5.8 ± aat, 

bOO'O S — aS-8* b-9 

0 \o u.o 

ED50(range),go(95,0_b0Q i 

)d) EDgo(range)l2.8o(t>&0-43( 
Resistance factor Ig0 \Q,% 

3oo s — 100  t   5-5 

100.0 s — 4-5-b t S-S 

ORA 3oo.o s 1 — \-b ± 0>1 

bOO.O s - o-3 ± oa 

$ io 14-.\ 

ED50(range)B0(58 -110) 

EDgo( range) \90( 14-0-Ibo) 

Resistance  factor  !„„ \,{0 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School  of Hygiene  S  Tropical  Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 
TABLE   21 

COMPOUND NAME 

OR NUMBER .$V'N>N£   H^DROC^LDRlpE.      PARASITE  (SUB)SPECIES  . .?:)=^Y.i\. 

FORMULATION ..T^SPfJ f&fHg...  ROUTE OF ADMINISTRATION :  SC/IrYPO/i¥ 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X ... 

Strain uai ly dose 
mg/kg DO-D+3 

No. of 
mice 

No", of 
experiments 

Mean control 
parasite rate % 

ireated FK*,,.,, 
Control Pftr100 

2>0>0 5 - 98-fo ± ?9 

\00'0 S _ bfc'H  ± IOQ 

QW\ 300-0 5 1 - t3-a ± nw 
too-o 5 - SA-.O * 8.4. 

0 to a-i 

ED50(range)4.lo(llD_8a & 

ED90(range)2ooo(57O-4 DOq) 

Resistance factor Igo 

ED5Q(range) 
1 

EDgo( range) 
■*« 

Resistance factor !„_ 
• 

Principal Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE 22. 

(BLOOD SCHIZONTOCIDES) 

COMPOUND NAME 
OR NUMBER    ..QW».«HINE .H^PSftokp.i§i.i^..  PARASITE (SUB)SPECIES 

FORMULATION JvXP*?$Q/.\\p.. ROUTE OF ADMINISTRATION : SG/HVPO/W 

MAXIMUM TOLERATED DOSE (MTD)   MG/KG X ... 

"j 9- 

Strain uaily dose 
mg/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

1 reared PKW 
Control PRrIU0 

30'0 5 - iB»s±aa-i 
lOO-O 5 - 49-8 ±\b-4- 

QS 3000 S 1 „ 4»-5 ± a-o 

bOOO s - 5-^> ± S.3 

(* 10 l$*8 
r 

ED50(range) i00(30.0- 25Q) 

ED90(range)4Co(|-iO-l00C i 
Resistance factor Igo 3,,4 

ED50(range) 

ED9Q( range) 

Resistance factor IgQ 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY or  ANTfMALARIAL  DRUG   TESTS 

fiLOOD  Still/ONIOUUI S) 

TAIILI    23 

tOMPOUND  NAME 

OR  NUMBER !>$MJW¥»W.WtfdtfedW*CSl*...        PARASITE   (SUB)SPEtlES   .   P'\toeV>\ 

FORMULATION    TwR^flO./WLO.   ROUTE OF ADMINISTRATION   :   S^W/PO/-** 

MAXIMUM  TOLERATED DOSE   (MTD)       MG/KG X   ... 

Strain 
Dai ly dose 
mg/kg DO-D+3 

No.  ot 
mice 

No.   ot 
experiments 

Mean control 
parasite rate % 

Ireated PR%vlnr, 
Control   PRT100 

300 s   IOO  ± 4-3 

lOO'O s — 5o .3 ± a9.9 

NIG 3>on-0 s 1 _ 39 ± a.9 

boO-O 5 - ©.» ± o.l 

C* IO 3fe«T 
r 

ED50(range) 3^,5(53,0 _,gC ) 

EDgo(range)aao(l35_4bQ 
) 

Resistance factor Ig0  J.CJ 

ED5Q(range) 

EDgQ( range) 

Resistance  factor  Ig„ 

Principal   Investigator:   Professor W.Peters 

Department  of Medical   Protozoology 

London School  of Hygiene X  Tropical  Medicine 
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SUMMARY Of" ANTIMALARIAL DRUG TESTS 

((HOOD SLU I/'IN IOC lOtS) 

TAULI.   24- 

COMPOUND  NAMI 

OR NUMBER Qr.&VrurA . ^drodkUr^fi. .       PARAS I Tt   (SUB)SPECIES    P. bert^ 

FORMULATION  . .1s»«0.8Q/W^t. .   ROUTE OF ADMINISTRATION   :   S^TH^/POAW- 

MAXIMUM TOLERATED DOSE   (MTD)       MG/KG X   ... 

Strain 
Dai ly dose 
mg/kg DO-D+3 

No.  of 
mice 

No.  of 
experiments 

Mean control 
parasite rate % Control   PR% 

30-0 S   T?'5 ±  9'9 

loo.o s - 80>4 ± 9-3 

RC 3oo-o 5 1 - t8-8 ± >Q.a 

boo-O S - 4-a-S  *   (a>b 

0 IO Io<0 

ED50(range)5lo(lbO_l3l0C r 
ED90(range)4^oo(230O-ll 500) 

Resistance factor IQQ 3^,^ 

3o«0 s — 3t<a ± a-i 

tooo s __ \»-8 *  3«fo 

0(^A 300.0 5 1 _ O 

loOO.O 5 - O 

0 10 14-1 

E050(range)a8,5(n,5_sa, d 
EDgo(range)b3,0(39i0.,,i 0 
Resistance  factor  Igo Q,g 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School   of Hygiene  &  Tropical  Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TABLE 2S 

COMPOUND NAME 

OR NUMBER Q«&HQ*»MS. HiP.W.<W>»PE PARASITE (SUB)SPECIES  ..Pi .b^^y. 

FORMULATION ..l^S^.$0./.Hp...  ROUTE OF ADMINISTRATION :  S€/«yPO/-*V- 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X ... 

Strain Uaily dose 
mg/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

Ireated PR%vnnri 
Control PRrIU0 

30-0 5 — 8fc>a* >3.8 

>oo-o 5 — TO-fctt I3«l 

Qf\ 3oo-o 5 \ _ t>5-3± R-4 

bOO.O 5 _ tO.5 ± I9'0 

£ IO 3'1 

ED5Q( range) 7SO(R5 - «0< $ 
EDgo(range)j^ to© 

Resistance factor Igo 

ED5Q(range) 

EDg0( range) 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 
TABLE 2.<o 

COMPOUND NAME 

OR NUMBER    .. .Ql^.<>^W^6.BHPI?Qy(««)06 PARASITE (SUB)SPECIES .B.ty#&t.$&p. 

FORMULATION ..IW^.^QjHpi ROUTE OF ADMINISTRATION : S€/W/PO/*V- 

MAXIMUM TOLERATED DOSE (MTD)   MG/KG X ... 

Strain Uaily dose 
rag/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
parasite rate X 

Ireated PRJ^ 
Control PR!TIUU 

300 S - <^8A± 4-8 

\oo-o s — 1^.5 ± 4-1 

OS 300'0 s \   4-^.1  ± 14,0 

feOO-O s - >U> i00 

tf to ^•8 

ED50(range)^ao^5o_4oc ) 

ED90(range)q00(500_l3L4 >6) 
Resistance factor 1„0 g,^ 

ED5Q(range) 

EDgo( range) 

Resistance factor Igo 

Principal Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESIS 

(Dl.000 SCHI/ONIOCID1S) 

TA111.I    21 

COMPOUNO  NAMt 

OR NUMBER C'.OCSoow^.V^^C^Wiafe 

FORMULATION  T««*n £Q J H,£>. .   ROUTE  OF ADMINISTRATION   :  %eftf>/PO/+t 

PARAS lit   (SUB) SPECIES 

MAXIMUM  TOLERATED OOSE   (MTD)       MG/KG X 

S tra i n Daily dose 
mg/kg DO-D+3 

No.  of 
mice 

No.  of 
experiments 

Mean control 
parasite rate % 

Ireated PRi, 
Control  PRrluu 

3Q.O S — 83-1  * 4.0 

lOO'O 5 _ 49-9   t  IS-b 

H\& 300'0 S 1 - 0.4. ± o<3 

bOO'O 5 - O 

a> 10 Ih'l 

ED50(range)^4.io(4,.Q_,2.; d 
lD90lrum)\ 15(900- 280 
Resistance factor Ig0 Q,C^ 

ED5Q(range) 

EDgo( ranee) 

Resistance factor  Igo 

Principal   Inves ti ja tor:   Professor W.Peters 

Department of Meu'cal  Protozoology 

London Schooi  of  Hygiene 4  Tropical  Medicine 
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SUMMARY  OF  ANT [MALARIAL  DRUG   TtSTS 

(BLOOD SCHI/ON10C1DF.S) 

TAM.I     28 

COMPOUND NAME 

OR NUMBER .Q.OiNtR>Ne.^1J^WU>*\t>fc.       PARASITE   (SUB)SPECIES   . .f;.bGjj^ei. 

FORMULATION  . .T«JASo.90/Hp. .   ROUTE OF ADMINISTRATION   :   OC/rP/POAHr- 

MAXIMUM TOLERATED DOSE   (MTD)       MG/KG X   ... 

Strain 
Uaily dose 
mg/kg DO-D+3 

No.  of 
mice 

No.  of 
experiments 

Mean control 
parasite rate i 

Ireated PK5k,1nn 

Control   PR**100 

\o>o 5 - 4-3fe> *  12? 

3o-o S _ life *   4-3 

N bo-o 5 1 _ 4-2>   ±   1-8 

>ooo 5 - 0'3   *   o.l> 

30O-O S - O 

0 IO 9-4 
/ 

ED50(range)lo.o(3ll_|b,5) 

) 
EDg0( range) 3,.0(n,0. 5g^ 

Resistance factor I«0 j,@ 

boo s - IOO   ±  24>3 

\ooo s - a-s ± !•! 

RC 300-0 s 1 _ o 

C5 IO 3-3 

E050(range)g2.0(q4o_o)j,c ) 

ED90(range)92.0(82.O-IOZ 
Resistance  factor  Igo ^(Q 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School  of Hygiene  &  Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TtSTS 

(BLOOC SCHI/UNlOClOtS) 

TAIU.I   29 

COMPOUND NAMt 

OR NUMBER QOtNWNS HW«OCrtQ«t©e. .. PARAS!it   (SUU)SPELIES 

FORMULATION  .TyW?.80/.H2Q . ..   ROUTE OF ADMINISTRATION   :   S^TH^POZ+Y 

MAXIMUM  TOLERATED DOSE  (MTD)      MG/KG X   ... 

Strain 
Uai ly dose 
mg/kg DO-D+3 

No", of 
mice 

No. ot 
experiments 

Mean control 
parasite rate X 

Ireated PR%vlnn 

Control   PR%X10° 

bo«o 5 - IOO   ±   \Qts 

100.0 S - ta.8 ± laoi 

N MOO 300-O s 1 - 15.2 ± ic.o 

kOO'O s - n .gt t q-s 

* 10 a.% 

ED50(range)a0O(98,o_43 

■ ED9Q( range )305(l50.feb0) 

Resistance factor log cj.g 

bCO 5 - 100 ± lO-l 

\00.0 S - 100 ±8-9 

Q 30O'O S 1 - ttl ± iv3 
boo-o 5 - I'fci 1*5 

t IO W-3 

ED50(range) 33o(2feO-38>) 

ED90( range) 4.^(34,0.530] 

Resistance  factor  Igo (5.2) 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School  of Hygiene &  Tropical  Medicine 
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SUMMARY OF ANT[MALARIAL DRUG TESTS 

(BLOOD SCHI/ONTOCIDES) 

TAlll.l    3o 

COMPOUND  NAME 

OR NUMBER QjWP.'.NE. Kxt>«*>W£S*P£ . .       PARASITE   (SUB(SPECIES   .ff« 

FORMULATION   . .~W*9$9./M£>..   ROUTE OF ADMINISTRATION  :   S€TH^/PO/+V 

MAXIMUM TOLERATED DOSE   (MTD)      MG/KG X   ... 

Strain 
Daily dose 
mg/kg D0-0+3 

No.  ot 
mice 

No. of 
experiments 

Mean control 
parasite rate t 

Ireated PR^ 
Control  PRrIUU 

to-o 5 - (oA-O   "t  1-5 

100.0 S - 2^8   t  8.5 

NH ioo.o s 1 - O.01  t O.oi 

bOO'O s - O 

0 10 r*-4 

ED50(range)73.o(M.o_8b.< >> 

EDgo( range) \n(i0a_l4<>) 

Resistance factor Igo 3 ,<^ 

30>0 5 - at .3 ±io-o 

\oo«o 5 - 88.9 ± 2-8 

NAt^\               3O0-0 S 1 - 4-s.5 -t U.} 

WOO'O 5 - t-1 * s.a. 

0 lO ai-b 

ED5o(range)a4o(\fe5-5ao) 

EDgo( range) 550(3^,5.^ 

Resistance  factor  !„„ jrj.-jr 

Principal   Investigator:   Professor W.Peters 

Department of Medical  Protozoology 

London School  of  Hygiene &  Tropical  Medicine 
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SUMMARY OF ANT I MALARIAL DRUG ILSIS 

(BLOOU SCMI/ONIOUOF'S) 

TABU   31 

COMPOUND NAME 

OR NUMBER QWi.mNS. .HVWWMLO$\t>e.       PARASITE   (SUB)SPECIES   . .?.'>««>)>Ytj  

FORMULATION   .TyJ^nSQ./^jO..   ROUTE OF ADMINISTRATION   :   S6/-HVPO/+* 

MAXIMUM TOLERATED DOSE  (MTD)       MG/KG X   ... 

Strain Uai ly dose 
mg/kg DO-D+3 

No.  of 
mice 

No.  of 
experiments 

Mean control 
parasite rate % 

Ireated PK%v1nn 
Control  PRr100 

fcO'D S - 5fc>2> ±   l^.O 

^OO'O s - 3>\   ±   2.1 

P 300-0 s 1 - O 

<2 IO 8-1 

ED
50(ran9e>lo2-0(S4.0-13. 5) 

ED9Q(range) 35^(34,0_,0( ) 

Resistance factor Ig0 2."} 

3o-o 5 - I5'b ± 8-4 

lOO'O 5 _ -3.4 ± 1-5 

B 3oo-o S 1 — l'l   ± o-4- 

tf IO ao-4- 

ED5Q(range) 3>5(^5 my£ 

EDg0( range )35i0(W0_fe2^ 

Resistance  factor  !„„   |.| 

Principal   Investigator:   Professor W.Peters 

Department of Medical  Protozoology 

London School  of Hygiene &  Tropical Medicine 
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SUMMARY OF ANTIMAURIAL DRUG TESTS 

(DI.OOU SCHI70NIOCIDIS) 

IAU1.1  32 

COMPOUNO NAME 

OR NUMBER QtiNWfN .^ErttfRUsAine.. .       PARASITE   (SUB)SPECIES   .?.>h&$XA .... 

FORMULATION  . .T*^o8C>/Hp. .   ROUTE OF ADMINISTRATION   :   5-e7t+HYPO/+V- 

MAXIMUM TOLERATED DOSE   (MTD)       MG/KG X   ... 

Strain 
Uaily dose 
mg/kg DO-D+3 

No. ot 
mice 

No.  of 
experiments 

Mean control 
parasite rate % 

Treated PR%ylnn 

Control   PRr100 

30>0 5 — 4-8-9 ± >3.5 

\oo-o 5 - 9>B ± s-a 

PVR 3oo-o 5 > - 0-fc> ±  Ob 

rf to a^.i 

ED50(range)30,0(|0iO.4Oi| 

5) EDgo(range)93)0(33,0_l2« 

Resistance factor Ig0 3,0 

30-0 5 — a^.\ * *•! 
»oo-o 5 - as t 1.3 

OR.A 500 -0 s 1 — OM   ± o-i 

0 10 i-i-i 

ED50(range),5.5(s,4._(9i5
v) 

) 
EDgo( range) 5^(^,5 _tTC 

Resistance  factor  I„„ j,-^ 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School  of Hygiene A  Tropical  Medicine 
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SUMMARY  OF  ANTIMALARIAL   DRUG   TtSTS                                IAIII.I    33 

(BLOOD SOUZQNTOCIDES) 

COMPOUND NAME 

OR NUMBER          Qo».H".P'.NS. .*typ.<*Q*Mv©RiD£       PARASITE   (SUB)SPECIES   . Tr .^??^W>  

LUKMULAI1UN   . ,'Ww.W. J.n3\J . .   KUU 11   ur   auruni J IRH I IUH   .   iwn/iuni 

MAXIMUM  TOLERATED DOSE  (MTD)      MG/KG X   ... 

Strain 
Daily dose 
mg/kg DO-D+3 

No.  ot 
mice 

No.  of 
experiments 

Mean control 
parasite rate % 

ireated PR** 

■ 

Control   PRr,UU 

(oO-O S — 99 4- ± ^5 

I 

\ 

\&0'0 5 - lfe>-5 ± t5'( 

NPN 300-O 5 1 - y\ -4- ±. 8-1 

bOCO 5 _ 83 ± 5-1 

C$ IO u,\ 

ED50(range)aoo(,35_at,5
N) 

ED90(ran9e) 580(3^0-810) 

Resistance factor IQQ JO.T 

boo 5 — 551  ± R-B 

loo -o 5 — va * a-a 

M »108 boo-o 5 1 - 0 

t>oo-o 5 - 0 
> 

6 IO 10-1 
 7 

ED50(range)ba,o(S4.o_^a *> 
EDgo( range )ggl0(%l0_,O 6 
Resistance  factor  Igo Q,g 

. 
Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School   of  Hygiene  &  Tropical  Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(01.000 SCMIZONTOCIOES) 

TABLE  3^ 

COMPOUND NAME 

OR NUMBER QMWiPiNft .^RftWWS'RS PARASITE   (SUB)SPECIES   . P: fe^roWj. 

FORMULATION   . TyJ??o.8.Q/b^O. .   ROUTE 

MAXIMUM TOLERATED DOSE  (MTD)     

OF ADMINISTRATION   :   3C/1PYP0/-H 

MG/KG X   ... 

) 

Strain 
Uaily dose 
mg/kg DO-D+3 

No.  of 
mice 

No.   of 
experiments 

Mean control 
parasite rate % 

Ireated PR%v100 
Control   PRr'UU 

3>0'0 5 — <0O   i 8^ 

lOO'O S - 2OD t 3<5 

N\PV 2>O0'O 5 1 - II  t 08 

boo-o s - 0 

0 \o 1M 

ED5Q(range)|Qo(^0'0- !5o) 

ED90(range),sa(vo8_3a^ 

Resistance factor Igo 4,0 

2>o.o S - 49.1   t 9-9 

loo-o 5 - 3-2. ± 0-9 

KF7 Soo-o S I - 0.2. t o-v 

bOO-O s - O 

c* 10 I3.0 

E050(range)allO(QO,o_^bl 

EDgo( range )t||, 0(55.0-^5 

Resistance  factor  IgQ J^A 
  

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School  of Hygiene  S  Tropical Medicine 
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SUMMARY 01" ANTIMALARIAl DRUG iESTS 

(BLOOD SCHl/ONIOCIUf S) 

TAUI.I   3S 

COMPOUND NAME 

OR NUMBER GWi.N'R'NS .^OROWUi^.Pfc .       PARAS I Tt   (SUB)SPECIES     Y. **QW». 

FORMULATION  .IwSSn 9ftJk\J£3 ..-   ROUTE OF ADMINISTRATION  :   Se/WPOAW- 

MAXIMUM TOLERATED DOSE   (MTD)      MG/KG X   ... 

Strain Dai ly dose 
mg/kg DO-D+3 

No.  of 
mice 

No.  of 
experiments 

Mean control 
parasite rate % 

ireated PR%ylnn 

Control   PR**100 

3o-o 5 — 11-°> * 5-9 

\oo«c S - 2^-5 ± 48 

PPWA 3oo-o 5 t - 0 .3 ± o.a 

bOO-O 5 - O 

0 10 Zt.4- 

ED50(range)55,o(33.O.^4 ..0) 

ED9Q( range )|^(gb.|?0
V) 

Resistance factor IgQ 4.,) 

3o«o c - 4^.5 ± 2-2 

ioo<0 5 — \8-»   * 9-0 

N RfeS &QO>Q 5 1 - 0 "S  ± 0.2 

bOO^Q 5 _ O 

£ 10 \<b-?> 

E050(range) 35.0(^.5 _ Sg 

ED90(range,l00((o5.O-lfe5 

Resistance  factor  Ig0 3.^ 

Principal   Investigator:   Professor W.Peters 

Department of Medical  Protozoology 

London School  of Hygiene &  Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIOES) 
TABLE  3fc> 

COMPOUND NAME 

OR NUMBER .$W.iE^e#»#j^qa^<i?6       PARASITE (SUB)SPECIES .E-.^gWi. 

FORMULATION .TwS^>.?Pj.M.p..  ROUTE OF ADMINISTRATION : SG/W/PO/*¥ 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X  ... 

Strain Daily dose 
mg/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
parasite rate 2 

Ireated PR*. 
Control PRrluu 

300 5 - IOO  ± 5'0 

loo-o 5 _ lOO i   lOl 

Qf\ 300'0 5 l - 829 ± 1-8 

fcooo 5 - 2oo ± ^S 

0 IO 4- a 

EIWran9e>4.1oU«0 -** J> 
EDgo( range) 7oo(i^j0_9o( P Resistance factor Igo 

ED5Q(range) 

EDg0( range) 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY OK ANTIMALARIAL DRUl", 1ESTS 

(111 OOO SCHI/ONIOCIOI S) 

TAIU.I   3"J 

COMPOUND  NAME 

OR NUMBER GW'Nlft>N£ .^D«DOUX>ft«>£ PARASITE   (SUB)SPECIES   . P.. 

FORMULATION   .. lw«f»9LQJ.rA^Q.   ROUTE OF ADMINISTRATION  :   SS/WPOm 

MAXIMUM  TOLERATED DOSE   (MTD)       MG/KG X   ... 

Strain Oai ly dose 
mg/kg OO-D+3 

No.   Of 
mice 

NO.   Of       " 
experiments 

Mean control 
parasite rate X 

Ireated PRX,nn 
Control  PR**100 

t>o«o 5 - 19 3i ± 3.4 

\00>O 5 - 58 4 ± 8'8 

NS 300.0 5 1 - 0 3 ± 0.3 

bOO-O 5 - O-a t O'Q 

<* lO U><o 

ED50( range ),orj(43,0_,45") 

E090(range)|95(g3,0_a8o) ■ 

Resistance factor 1.-  ^,5 

loOO S — 59'»  1 135 

lOO-O s — 23, q t   S3 

NS UOO 3ooo 5 1 - 19-to ± 51 

bOO-O S - O.fe   t 0.4- 

tf IO 54 

E05Q( range) 930^.0-\bd) 

ED90(range,a3>o(v3S -soo) 
Resistance  factor  Igu '3.4. | 

Principal   Investigator:   Professor W.Potcrs 

Department of Modical   Protozoology 

London School   of   Hygiene  A   Tropical   Pte4iciM 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(HOOD SCHIZOHTOC.IBF.SJ 

1AI11.I    3g 

COMPOUND  NAME 

OR NUMBER SVWPl^fi .WaWtWIWJVM    PARAS I U   (SUB )SP£CI£S   . P-.JjOgXM  

FORMULATION   ."Jwe^o.^O/HjO..   ROUTE OF ADMINISTRATION   :   5C/-1 P/P0/-t-V- 

MAXIMUM TOLERATED DOSE   (MTD)      MG/KG X   ... 

Strain Dai ly dose 
mg/kg DO-D+3 

No.  ot 
mice 

No.  of 
experiments 

Mean control 
parasite rate % 

Treated PR%Yinn 
Control   PR**100 

t>o-o s - 80-fe * fe'l 

\oo-o 5 - la-fc ± raa 

SH 3oo-o S \ - t.b-9 ± t-l 

booo 5 - 3L25  ± i3-fo 

c* IO ?-aL 

ED50( range),90(95.0_ 45^ 

0) EDgo( range),050(54o_25C 

Resistance factor Igo 330 

bo-o 5 — 100   ±  3-5 

*00-0 5 - <M.fe ± ^-5 

SPN 300-0 5 1 - 89-5 ± Ife.fe 

(oOO-O 5 - \4-.V i 8'9 

a! IO 8'i 

E[Wrange)43o(aoO-l5o6 1 
0} E090( range )\0OO(^0- 3bC 

Resistance  factor  '90 3Q3 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School  of Hygiene &  Tropical  Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOO SCHl/ONTOCIUI.S) 

TABU   39 

COMPOUND NAME 

OR NUMBER QuiNtfttNfc. .^D«QS.Mua^C>e.       PARASITE   (SUB)SPECIES   P.^\v 

FORMULATION  . Ty&eoSQlM^: . .   ROUTE OF ADMINISTRATION   :   5C/1-P/P0/4* 

MAXIMUM TOLERATEO OOSE  (MTO)       MG/KG X   ... 

Strain 
Uaily dose 
mg/kg DO-D+3 

No.   ot 
mice 

No. of 
experiments 

Mean control 
parasite rate t 

Treated PR*, 
Control   PRrluu 

2>o>o 5   b04 ± ta.o 

\oo«o 5 - 30S   ±   $•<= 

NS  HfeS 30D >0 5 1 - \-a. ± ofo 

bOO'O 5 - 0 

0 >o l°>-5 

ED50(range)5o,0(3lB,5_^s, 
0) 

ED90(range),i5(tt.o_a0(J 

Resistance factor IQQ  a,7 

3o-o s - &4.1 ± <^3 

TOO'O s __ l'"5 * 0.5 

MS y=]os looo s 1 - O'OJt coa 

booo s - 0 

0 10 \\.\ 

E050( range )37,5(aa,0_5/l(: ) 
1 ED90(range)7a,0(54^_,oc£ 

Resistance  factor  !„„ 3,3 

principal   Investigator:   Professor W.Peters 

Department, of Medical  Protozoology 

London School  of Hygiene X  Tropical  Medicine 
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SUMMARY Of ANTIMALARIAL DRUG TESTS 

(Bl.000 SCMI/ONIOCIDI.S) 

TABLE 40 

COMPOUND NAME 

OR NUMBER QuiNlOiNt .HVoeoCHUOfclOC. .       PARASITE   (SUB) SPEC IES   .?> ypgk'v 

FORMULATION  . T\*ifiRn 3Q. /.WjQ .   ROUTE OF ADMINISTRATION   :   WWPO/W- 

MAXIMUM TOLERATED DOSE  (MTD)       MG/KG X   ... 

Strain 
Uaily dose 
mg/kg DO-D+3 

No.   Ot 
mice 

No.   of 
experiments 

Mean control 
parasite rate % 

ireated PK3^ 
Control  PRr'uu 

I0O1O 5 - (©•2-b ±   S-4 

\bo.o S — S85  i: IO-9 

QS 300-0 S 1 - Al<5 ±  41 

loOO-O s - a-8 -t a-a 

s* 10 ao-a. 

ED5o<range) \35(w.o -i\i) 
ED90(range)385(l95_30^ 

Resistance  factor 1™ 43,4. 

3o>o 5 — 19-A *   S4- 

VOO'O 5 _ 1A4- t  fc-l 

NlQ 3oo-o S 1   O-l   ±  oi 

t>oo>o 5 — 0 

0 lO :u-s 

E050(range)54iO(35o_^4i O) 

E090(ran9eHl5Ul-O-IS5) 
Resistance  factor  Ig„ a,"3 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School  of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TtSTS 

(BLOOU SCHI/ONTOCIDfS) 

TABU    -41 

COMPOUND NAME 

OR NUMBER QvitflPlNE. .ftttXaoWlORlP.6.       PARASITE   (SUB)SPECIES   .R^<>eA'. 

FORMULATION  .T^C.^SO./H^O. .   ROUTE OF ADMINISTRATION  :   &€/+»*/PO/+V 

MAXIMUM TOLERATED DOSE  (MTD)      MG/KG X   ... 

Strain Uai ly dose 
mg/kg DO-0+3 

No.  of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

Ireated PKV... 
Control  PR**100 

t>oo S - 94-S ± 5>8 

\oo-o 5 - fa\l  ± 3.-2. 

SAM 3oo-o 5 1 - A3.1  ± 12..S 

t>00>O 5 - TO * 35 

0 lo 2».4- 

ED50(range)|S5(loaL_ 330) 

EDgo( range) 4030(1.15 - Sto) 

Resistance factor Ign jg.g 

3o>0 5   ^.s ± iaa 

lOO'O S __ ^•8  *  39 

MP5 300 0 5 1   bo-9 ± »a-4 

bOO-O 5   ^•3 t  2.8 

0 IO 8'8 

E050(range)270(2OO-^Ho) 

E°90(ran9e)«iOC445-IOOC > 
Resistance  factor  Igg QQ,Q 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School  of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TABLE  4-2. 

4 
COMPOUND NAME 

OR NUMBER JfcWWPfW.fllWWWWH.      PARASITE (SUB)SPECIES . P.-Jw^*A. 

FORMULATION .T*V?fc\?P/ HZQ.. ROUTE OF ADMINISTRATION :  Se/WP0/*¥ 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X ... 

Strain uai ly dose 
rag/kg DO-D+3 

NO.  Of 
mice 

No. of 
experiments 

Mean control 
parasite rate X 

ireated PK^^O 
Control PPX100 

30-0 5 _ »oo *  1*8 

10O0 5 _ OT-1  t fc>5 

QMS 2O0-O 5 \ — 9B1   t 4-.1 

bOOO 5 _ b*-8  ± »8-8 

* io %io 

ED5Q( range )l30o(sAO -1 |M0 
ED9Q( range)g<eo(a*00 - wi.soo) 
Resistance factor Igo 

ED5Q(range) 

EDgQ( range) 

Resistance factor Ig. 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG JLS1S 

(SLOW sen(/ON/on01.sj 

TABU    4-3 

COMPOUND  NAML 

OR NUMBER Wftflq^UJrve,        PARASIlt   (SUB)SPtUES   ..P'.j>£ 

FORMULATION  l^O.SO./fl^O. . .   ROUTE OF ADMINISTRATION   :   %&H^/PO/-H 

MAXIMUM  TOLERATED OOSE   (MTD)      MG/KG X   ... 

Strain 
Daily dose 
mg/kg DO-D+3 

No.  of 
mice 

No.  of 
experiments 

Mean control 
parasite rate % 

Treated PKl,1m 

Control   PR**100 

3-0 S _ 8fc'0 ± ia-a 

\o-o s - bb-3 ±  93 

RC 3o.o s 1 - 5i-9 * \aa 

1000 s - 3J.-} * K-^ 

* 10 \oO 

E050(range)2S.5(aiO_g0 •0) 

1 ED90(range)2^s(l3O-^5C> 

Resistance factor IQQ 59,3 

3.0 s - lb-8 ± 4-.I 

io-o s — ■5.8 ± o-s 

ORA 3oo 5 \ - O-S ± 0 3 

1000 5 - 04- ± 0-3 

0 IO \4--\ 

E050(range)Ol4.(Ol|5.lia^ 

£09o(ran9eU.i(i.5-ia,o) 
Resistance  factor   Igo Q,C) 

Principal   Investiqotor:   Professor W.Peters 

Department of Medical   Protozoology 

London School  of Hygiene &  Tropical  Medicine 
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" r^ ,,j ^—m •^■F V  ' ■ ■ "Tl 

SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TABLE 44 

. 

COMPOUND NAME 

OR NUMBER . MEfIP.%&«#.       PARASITE (SUB)SPECIES . R)P&$&. 

FORMULATION . J)«*V> 8P./^P-.. ROUTE OF ADMINISTRATION : SC/IP/PO/W 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X  ... 

Strain ually dose 
mg/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

ireated PR%v100 
Control PRrluu 

3-0 5 _ I0O ± A-4- 

i0»O 5 _ IOO 

Ql^ 300 5 1 8-1) 1 I0-4- 

looo 5 - ka-i * SI 

0 10 8-1 

ED50(range),A-sfoo-O -AO BT 
B^pd-wp) H»(4jQ . Tt DO) 

Resistance factor Ig0 

ED5Q(range) 

EDgo( range) 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School  of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 
TABLE 4-5 

COMPOUND NAME 

OR NUMBER . .%H?$&&i9$&       PARASITE (SUB)SPECIES  J&ywfe «p. 

FORMULATION JiWA %QJB£>..... ROUTE OF ADMINISTRATION : S6T4P/P0/W 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X ... 

Strain Liai ly dose 
mg/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

ireated HK^ 
Control PRrluu 

1.0 S - faS-^  ± <>.3 

3.0 S - 57..S * 5fc> 

Qs I0-O 5 1 - 4-11   i 54 

30'0 5 _ a^ ± fe.l 

bO-0 5 _ 19.5  ±  i'5 

0 (O \9-8 

ED50( range )SlO(,l8-a0i^ 

EDgo(range)tfi^iA.o - Ibo) 

Resistance factor Igo \q.,\ 

ED50(range) 

EDg0( range) 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALAKIAL DRUG 1LS1S 

Mil OOU SCHI/ONIOC I Of S] 

Will I    4fc 

COMPOUNO  NAME 

OR NUMBER , JY\eftp<^ {*.        PARAS I It   (SUB) SPECIES   .  V.^e&H 

FORMULATION   . l^^.&P/B^Q . .   ROUTE OF ADMINISTRATION   :   WT^HVPOZ+V- 

MAXIMUM TOLERATED DOSE   (MTD)       MG/KG X   ... 

Strain 
Daily dose 
mg/kg DO-D+3 

No.  oT~ 
mice 

No.  ot 
experiments 

Mean control 
parasite rate % 

ireated PRX^ 
Control PRr'uu 

3.0 S — lt.4 ±  I'B 

lO'O 5 - 3.0 ± 3-> 

NIG 30-0 S 1 — 0.01 ±0.01 

yoo'O 5 - O 

0 IO au.i 

ED50(range),,b(0i9_2%o^ 

ED90( range )5.a (2,3.^.3) 

Resistance factor IgQ   |,| 

ED5Q(range) 

ED90( range) 

Resistance  factor   Ig0 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School  of Hygiene  &  Tropical  Medicine 

IbO 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TABLE   4-7 

COMPOUND NAME 

OR NUMBER . HflWfa.«>bfV>fc       PARASITE (SUB)SPECIES . Pt bftgj^. 

FORMULATION . .TwWft.lO./HjO ROUTE OF ADMINISTRATION :  SC/*P/PO/IV 

MAXIMUM TOLERATED DOSE  (MTD)     MG/KG X  ... 

Strain Uaily dose 
mg/kg DO-D+3 

NO.  of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

ireated PR%v100 
Control PRrluu 

\o>o s m 100 * T» 

300 5 _ too ± i** 

RC too 5 1 — 3*5 * 1% 

lOOO S - %\>\ * 9-2. 

0 to 54- 

ED50(range) > loo 

EDgo(range) »,00 

Resistance factor Igo 

ED5Q(range) 

EDgQ( range) 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 

Ifol 

I 



T" r~s 

SUMMARY Of ANT I MALAR I At URUf, 'CIS 

(111 nou SCHI/ONTOCIDfS] 

tAiii i   4g 

COMPOUND   NAMI 

OR NUMBER HcvlofcvrNVr'.fyfe,        PAfASITf   (SOB)SPECI£S   . P': b^r^A 

FORMULATION      'yyeenSO./.Hp. .   ROUTE  OF ADMINISTRATION   :   SC/H'/I'O/IV 

MAXIMUM   TOLERATED DOSE   (MTD)       MG/KG  X   ... 

Strain 
Uaily dose 
mg/kg DO-D+3 

No.  of 
mice 

No.   of 
experiments 

Mean control 
parasi te rate I Control   PRi 

0-3 5 — 93T- ±   H8 

l-O 5 - ^08  ±   \2-S 

RC ^•o 5 1 - b9o t   *b'0 

\oo 5 - t.4.3 ± H.S 

?>o.o 5 - 5<2>.^» ±  5-4- 

0 IO U-0 

ED50(range) 

ED9Q(range) > 3Q 

Resistance factor  'grpZ^'i 

0»3 5 — °>A-A   ±   fe>-4- 

l-O 5 — ^91 ±  I4-3 

ORA 3>0 S 1 — 1-3 ±  0.9 

IOO S - 0-3. ± 0-3 

300 5 - O 

9 IO I4-.1 

ED50(range)Oq(Ol^ . ,.fc) 

EDgo( range) Nl9(Vl0 _ 3,^) 

Resistance factor   Igo  |,-^ 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School  of   Hygiene  %   Tropical  Medicine 

1 



r 

SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 
TABLE   ^-9 

COMPOUND NAME 

OR NUMBER .. HM£?fcW.T*>Mfc       PARASITE (SUB)SPECIES  . P/.^G^Vft*. 

FORMULATION . .7ftto»>.9P./HaiOl ROUTE OF ADMINISTRATION : SC/4IVPO/IV 

MAXIMUM TOLERATED DOSE  (MTD)    MG/KG X ... 

Strain uai\y dose 
mg/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
parasite rate X 

ireated PRX,.,^ 
Control PRrluu 

o-i S «• fb-8 ± g.o 
».© s _ 3*1 * 9,4 

MFV 3-0 s 1 m »B'9* 9-4 
to«o 5 m 0.04 1 OM 

0 to S-3 

ED50( range) 0.g(0.3.v.^ 

EDgo( range) 2,0(0>% ^s%<)> 

Resistance factor Igo 

0-3 s — too t S-8 
1-0 s . fcS-S * »tn 

KF^ 3.0 s » - 2.* * »••* 
\0'0 s - o-^ ± o«i 
30-0 s m 0'03 * O'tfL 

? IO 18 

ED50(range),.4.(o,b.3iOJ) 

EDgo( range) VA(v,fe-^ 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 

»fe3 
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< 

SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TABLE   SO 

COMPOUND NAME 

OR NUMBER .H*W>?RNRttttt       PARASITE (SUB)SPECIES  .P..b*rt!^*i. 

FORMULATION .TwHfn&Q^.HjO..  ROUTE OF ADMINISTRATION :  SC/-WMAV 

MAXIMUM TOLERATED DOSE (MTD)     MG/KG X ... 

Strain Uaily dose 
mg/kg DO-D+3 

No. of 
mice 

No.  of 
experiments 

Mean control 
parasite rate X 

ireated KK^100 

Control PRrluu 

o.a s _ 9*5 t a^ 

\'0 s _ W-5 * \fe* 
NAlA a-o s 1 — 4*9 in 

too s • At-4- ±4S 

3oo 5 - !«»•» ± 33 

<* \o 99 

ED50(range)4.w(,iC)_,5,( 

EDgo(range)30i0(b.b_^ 

Resistance factor I„Q 

o.a s - loi ± I0«fe 

i»© s m St»A± 3-1 
WPS io s 1 - 194 * 9«S 

lO'O s m •CO ± lo-3 
3o-0 s a t4>%± »S8 

<* 10 n 
ED50(range) > & 

EDgo( range)   j»j0 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 

Ife* 



SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 
TABLE SI 

COMPOUND NAME 

OR NUMBER ...H*WF/A'STR'.'V'fc       PARASITE  (SUB)SPECIES .P-.^ftghft. 

FORMULATION  ..lvH<£o.§P./.Hp..  ROUTE OF ADMINISTRATION :  SC/iP/PO/IV 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X ... 

Strain uai ly dose 
mg/kg DO-D+3 

No.  of 
mice 

NO.   Of 

experiments 
Mean control 
parasite rate X 

ireated PKJL.Q 
Control PR**100 

3.0 5 — 8^3 * 5-b 

too 5 _ 15-5 ± 4.a 

Qh 300 5 l _ tb-5 * b-0 

»00'0 5 _ 54.1   t 11.4 

0 lO lfc.9 

ED5Q(range> ios(w>.o - 51 ■5 
EDgo(range) > l0o 

Resistance factor IgQ 

ED50(range) 

EDgo( range) 

Resistance factor Ig. 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 

IfaS 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 
TABLE  52. 

COMPOUND NAME 

OR NUMBER . .H*W>.?AW*>r4&       PARASITE (SUB)SPECIES  .P.-.fe«^fcl., 

FORMULATION .XtWfeCV^Q/.H^Q ROUTE OF ADMINISTRATION : SC/HrfSWjHW 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X ... 

Strain uaily dose 
mg/kg DO-D+3 

NO.  of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

Ireated PR5^ 
Control PRrluu 

o.^ s - M.* ± Yi.9 

\'0 s m tOO   t 99 

QMS Z'O 5 \ - too ± 9.9 
loo S - \oo t 
3oo s - 88-fc ± lib 

p 10 58 

ED50(range) > £0 

EDgo(range)  » Jo 

Resistance factor IgQ 

ED5Q(range) 

EDgQ( range) 

Resistance factor Ig0 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 



^r 

i 

SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOO SCHIZONTOCIDES) 
TABLE S3 

COMPOUND NAME 

OR NUMBER   .BAM?FA«T*».N.$   PARASITE (SUB)SPECIES . .P-fc«!£>>ft»., 

FORMULATION . Tv*t»nRO.}HaO ROUTE OF ADMINISTRATION : SC/IP/PO/IV 

MAXIMUM TOLERATED DOSE (MTD)   MG/KG X ... 

Strain Uaily dose 
mg/kg DO-D+3 

NO.   Of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

ireated rKk*m 
Control PRrluu 

ca 5 _ tOO * 3*2 
IO s - S2-4 t \0H 

PFMA 3D s 1 _. 1-8 * 2-1 
ICO 5 m 0 

0 IO *5 

ED50(range) |.l(o*J - 1*) 

ED90(range)2,^vl .3,^ 

Resistance factor Igo 

C4 S - *M ±V>«S 
1*0 s u-t 11*1 

SAW 3.0 s 1 — 535 * 5«o 
lO'O s . 51*5 ± 5«l 

tf '0 2oi 

ED50(range)3.g(,tA_)3tJ 
) 

00) ED90(ran9e)fc0-0(».O->l 

Resistance factor Inn 90 

I 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 

Ifc7 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 
TABLE 54- 

COMPOUND NAME 

OR NUMBER . H&gfffeffft&f       PARASITE (SUB)SPECIES  . F?.^p£&. iSp., 

FORMULATION ..TWfftoSP./Hp  ROUTE OF ADMINISTRATION :  SC/IP/PO/IV 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X ... 

Strain uaily dose 
mg/kg DO-D+3 

NO.   Of 
mice 

NO.   Of 

experiments 
Mean control 
parasite rate % 

ireated FKW 
Control PRrluu 

CM 5 — <>44- irfe-o 

C-3 5   •o4-.0 ± 14 

Qs \'0 5 \ - 4-34- i \0(a 

3.0 5 - a°>i ± 11.9 

ia>o S _ »o-2. 14.1 

9 lO 19-s 

ED50(ran9e)<>9(o.4--\.9) 

ED90(range)b.5(ai9_l4^ 

Resistance factor Ig0 5.9 

ED5Q(range) 

EDg0( range) 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 

IfcS 
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i 

SUMMARY Of" ANTIMALARIAL DRUG TLSIS 

(lil (H)l) SCHI /ONTOCIOf S) 

COMPOUND NAMf 

OR NUMBER 

TAliU   53 

R> .Vkvb^a.^Vvr'i.^.      PARASITI (SU8)SP£CIES . .^.NoeXV 

FORMULATION   .T^f^.O.?.Q/.M^X   ROUTE OF ADMINISTRATION   :   SC/1P/P0/IV 

MAXIMUM  TOLERATED DOSE   (MTD)      MG/KG X   ... 

Strain 
Daily dose 
mg/kg DO-D+3 

No.  ot 
mice 

No.  of 
experiments 

Mean control 
parasite rate % 

Treated PR%ylnn 

Control   PR**100 

03 S — 8"^3 t 50 

>>o S" - W-2  *  M.9 

NIG 3-0 s 1 - 1-4-   ±  0.4- 

tOO s — o.oa ± o.oi 

Zo<o 5 - 0 

0 IO 
f 

ED50(range)0,8(0l5_u8) 

EDgo(range):i,0(l,3_4ib\ 

Resistance factor  Igo |,g 

ED50(range) 

EDgo( range) 

Resistance  factor  Igo 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School  of Hygiene &  Tropical  Medicine 
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SUMMARY Or ANTIMAIAHIAL DRUG USTS 

((ll.O(H) SIMI/DNIOCIUI S) 

I AM I    5<o 

COMPOUND  NAME 

OR NUMBER WE(?HC«\»>I6        PARASITE   (SUB)SPtUES    P-.bftrp^ 

FORMULATION  .ly^teo.SO/.Hp. .   ROUTE OF ADMINISTRATION   :   SC/1P/P0/1V 

MAXIMUM  TOLERATED DOSE   (MTD)      MG/KG X   ... 

Strain 
Dai ly dose 
mg/kg DO-D+3 

No.  of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

Treated PR^ 
Control   PRrluu 

o-\ 5 — 95-5  * *& 

0-3 5 — ^4.1   4 I7..3 

N \o 5 1 - 2I>1   ±  9>.o 

3-0 S - C   i    ±   O'b 

10-0 s - O'^-  i o4 

3oo 5 - O 

0 IO 94 

ED50( range )0.5t(0ia3_\.C>) 

E090(range)|.g5(0,tIa_3,^ 

Resistance factor IgQ |,Q 

1-0 5 _ 3Tb ± 9'9 

3-0 5 - 34--5 tq.o 

RC 10 'O 5 1 - 24.2 £ 99 

bO'O S - fe>.\    ± 1.3 

0 iD 33 

ED5Q( range ),.25(0>3_4,3>) 

E090( range)R.0(4i0_5g.0^ 

Resistance  factor  !„„ a.Q 

Principal   Investiqator:   Professor W.Peters 

Department of Medical  Protozoology 

London School  of  Hygiene &  Tropical  Medicine 
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SUMMARY OF ANTIMALARIAL DRUG 1ESTS 

(111.000 SCHI/ONTOCIOfS) 

TAULt   5~l 

COMPOUND  NAME 

OR NUMBER ^E.PA^.'N.e        PARASITE   (SUB)SPLUES   X> 

FORMULATION   >Jfl?«C\ 2£>./. 14 £>.   ROUTE OF ADMINISTRATION   :   SC/IP/PO/IV 

MAXIMUM  TOLERATED DOSE  (MTD)      MG/KG X   ... 

Strain 
Uaily dose 
mg/kg DO-D+3 

No.   Of 
mice 

No.  of 
experiments 

Mean control 
parasi te rate % 

Treated PR%ylnn 

Control   PRr100 

I'O S - IOO   ±    S3 

3-0 s — 2i(=, ± se> 

N noo *o-o 5 1 - (=93-O   1   b'fe 

30 O 5 - 3<5>3 ± 11.4= 

0 16 2.9 

EDjotrangeJao.Q^.T, _ybi{ r 
EDgo( range) |%(95,0. 2,3^ 

Resistance factor IQQ |05 

I'O 5 — 100 * 

3.0 s _ 100  * 

Q VO-0 5 ) — »O0   * H-9 

30-0 5 __ ^3-b± S'& 

0 \D b-3 

ED50(range) 

EDgo( range) > 3Q 

Resistance factor  \„Q 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School  of Hygiene  &  Tropical  Medicine 
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SUMMARY OK ANTIMALARIAL DRUG 1ESTS 

(ni.ouo seni/ONior.iurs) 

IAIII I   58 

COMPOUND  NAMi 

OR NUMBER . KE.pAgS.i(vJ£        PARASIH   (SUB)SPECIES   . Pi 

FORMULATION  .7W?«n 3Q/H J2>.   ROUTE  OF ADMINISTRATION   :   SC/iP/PO/IV 

MAXIMUM  TOLERATED DOSE   (MTO)      MG/KG X   ... 

Strain 
Uai ly dose 
mg/kg DO-D+3 

No.  of" 
mice 

No.  of 
experiments 

Mean control 
parasite rate % 

Ireated PK%y1nn 

Control  PRr'UU 

1-0 s — »00 

3.0 5 - 10\ -S »8'S 

NH vOO S 1 - 0 

3oO s - 0 

0 \o R.4 
f 

ED50(range)3,4(a^_5.^ 

' EDgo(range)4,1(4ii_1.a
>) 

Resistance factor Igg ^C 

0-3 5 - lOo    * l-S 

I'O S — Sfc-9 ± 3.b 

NAi^ 3«0 s 1 - U*-fc>  ±  Ib.l 

IO-0 5 - 58-1 ± b-4- 

0 IO aib 

ED5Q(range) 

EDgo( range)   > \Q 

Resistance  factor   Ig„ 

Principal   Investigator:   Professor W.Peters 

Department   of Medical   Protozoology 

London School   of   Hygiene  A   Tropical  Medicine 
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SUMMARY OF ANT I MALAWI Al. DRUG HSTS 

(HI.001) SCHI/ONIOCIUI S) 

IAULL   59> 

COMPOUNO  NAME 

OR NUMBER . WE.P/hCfi'.Se.        PARASITE   (SUB)SPECIES   . P\ fe*«&»$4... 

FORMULATION  . Tv.e^&O/H^O. .   ROUTE OF ADMINISTRATION   :   SC/IP/PO/IV 

MAXIMUM  TOLERATEO OOSE  (MTD)       MG/KG X   ... 

Strain 
Daily dose 
mg/kg DO-D+3 

No.  ot 
mice 

No.  of 
experiments 

Mean control 
parasi te rate % 

Ireated PR%v1nri 

Control   PR**100 

l-O 5 — fc.3-9  4   J3-5 

3.0 5 — 34-5 *  W -^=1 

P \o-o 5 1 — 0 

30-0 S - 0 

0 IO %■! 

ED50(range)|,53>(0,9?_3,^) 

E090( range) 3.9(4^.5,3^ 

Resistance factor Igg j,^ 

0-3 5 - I0O i 4-.9 

\-o 5 - 80^*^ 

e> 3-0 5 1 - b8'5± 18-3 

lO-O 5 - o-i t o-\ 

cs IO &0<t 

E050(range)a.a^.,5_5.^ 

E090(range)4,b(a.4_u,s^ 

Resistance  factor  !„„ 3,5 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School  of Hygiene  1  Tropical  Medicine 
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SUMMARY OF ANTIMALARIAL DRUG T£STS 

(Bl.000 SCHI/ONTOCIOFS) 

TAUI.I   (oO 

COMPOUND  NAME 

OR NUMBER tfWP.f€&*t&        PARASITE   (SUB)SPECIES   . P-.b^W 

FORMULATION   lw«Sr\ 8©./^^O.   ROUTE OF ADMINISTRATION   :   SC/-H¥W« 

MAXIMUM  TOLERATED DOSE   (MTO)      MG/KG X   ... 

Strain 
Uai ly dose 
mg/kg DO-D+3 

No.  of 
mice 

No.  of 
experiments 

Mean control 
parasite rate % 

Ireated PR%ylnn 

Control   PR**100 

0.3 5 — 3b.\ ± I5-4- 

I'O 5 — na 4 IQ.+ 

PVR 3.0 5 1 — 0.5 ± 0.^ 

\o-o 5 — 0 

OS lO a-2,.\ 
r 

ED50(range) 0.3(CI3-0,5S ) 
E09o(range)».05(0.41-a.ci 
Resistance factor  Ig„ Q,(- 

0-3 5 — is.5 ± fo-S 

\> O S - 40.3 * 13-9 

OR A 3.0 5 1 — 2(0.3 4 t-a 

10 'O 5 — 0 

0 to 13.1 

ED5Q( range )0.95(0.Ai_^ 

ED90(range)3» (o.9b-5.o) 
Resistance  factor  IQQ  |,l 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School  of Hygiene  A  Tropical  Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOU SCHI/ONTOCIOFS) 

1AUI.I    fc| 

COMPOUND  NAME 

OR NUMBER MfiWK-ftN*        PARASITt   (SUB)SPECIES 

FORMULATION   . .~&?Wn SP./h),0.   ROUTE OF ADMINISTRATION   :   SC/-T 

MAXIMUM TOLERATED DOSE   (MTD)       MG/KG X   ... 

r. bett&yeU  

Strain 
Dai ly dose 
mg/kg DO-D+3 

No.  of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

Ireated PKI^ 
Control  PRr,uu 

l>0 S - 88.b± 4-.2 

30 S - 83.4-+ I0.4- 

NPM >O'0 5 \ — b2>0 t lO'O 

iO'O S - 225 i IS»S 

? iO 1 I- I 

E05o(range>8ob.8-avs) 
ED90(range)4s.o(^.o.u8) 

Resistance factor  Ig0 343 

\-o 5 - ioo ± £.» 

3.0 S - 10'b±»br:i 

N Ro8 \0<D s \ - 9-fe ± 3-1 

io-o 5 - 4-0 t 2.0 

0 to 2o-Co  ^  

E050(range)3,5(Q.\  _<$,$) 

EDgo( range)Q.^3-^ 

Resistance  factor   Igo ^.^ 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School  of Hygiene A  Tropical  Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHI70NJ0C/0FS) 

TABU    62 

COMPOUND NAME 

OR NUMBER . .N/\EPfKi<?l.'S5        PARASITE   (SUB)SPECIES   .P'.be^e,\. 

FORMULATION   . .^6£o 80. JB.-^O. .   ROUTE OF ADMINISTRATION   :   SC/IP/TO/W 

MAXIMUM  TOLERATED DOSE   (MTD)       MG/KG X   ... 

Strain Dai ly dose 
mg/kg DO-D+3 

No.  ot 
mice 

No.   ot 
experiments 

Mean control 
parasite rate % ;rette? &00 Control   PR% 

\>o S - 93.8 1 8-4 

2>-0 5 - ^8'fc t  \71 

f^P>/ IO.O S 1 - O.03 ± cvo3 

ioo 5 - O 

0 IO ■=M 

ED50(range)3it(,.b _ 5,b) 

E090(range)4.,s(3,o _,0^ 

Resistance factor  IQQ <V/ 

l-O 5 — S4-.5 t^4 

3.0 5   4^.4   ± Rl 

KFY ic-o S 1 _ O 

30-0 S — O 

0 IO I30 

ED50(range) 3.0(\.-3 -3.5) 

EDgo( range) 3,4.(3,3 -5,$) 

Resistance  ractor  !„„ j,g 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School  of   Hygiene &  Tropical  Medicine 

ITfc 



T   II  II -r~ "—m 

I 

SUMMARY OK ANTIMALARIAL DRUG TESTS 

(BI.UOl) SCHI/UNlOClUiS) 

IAIU.1   ^3 

COMPOUND  NAMf 

OR NUMBER .lftifMft)tt€        PARASITE   (SUB)SPECIES   . Y.\ fce<^\<y. 

FORMULATION  Tw££o &<?./H jO.   ROUTE OF ADMINISTRATION   :   SC^P/PO/IV 

MAXIMUM  TOLERATEO DOSE   (MTD)      MG/KG X   ... 

Strain 
Uai ly dose 
mg/kg 00-0+3 

No", "of 
mice 

No. of 
experiments 

Mean control 
parasi te rate % 

Ireated PPXlnn 

'Control   PR**100 

l-O S ~ W-l * 4.o 

3.0 5 ~ Sfa-O ±  1.1 

PFMA \O'0 S 1 - >s.» * t.\ 

2>0 0 S - 4-.3 t   L3 

0 IO 2t«4 
7 

ED50(range)t.t(3.9_lo,0) 

ED90(range)|b,0(9.a.3,4.v) 

Resistance factor !„,, o.u 

\«o 5 - 5A-.Q  t 9.8 

3-D 5 _ 51.8  t 2-S 

N RfeS »0>0 5 1 - T^.o ± 5.1 

30-0 5 - Ci-A   ±   qq 

$ IO 19.a 
t 

E050(range)ISo(k.0-i0.o) 

ED9Q( range )3gl0(l5.5 _5|,C 
) 

Resistance  factor  Ig03O'5 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School  of Hygiene f>  Tropical  Medicine 
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**■" 

SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TABLE  *>4- 

COMPOUND NAME 

OR NUMBER ..MffSJWWf-.       PARASITE (SUB)SPECIES .?: t&dpit  

FORMULATION .Tv^ftl .gOj H^Q ,.. ROUTE OF ADMINISTRATION :  SC/IP/PO/IV 

MAXIMUM TOLERATED DOSE  (MTD)     MG/KG X  ... 

Strain Uaily dose 
mg/kg DO-D+3 

NO.   Of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

treated PKXv,™ 
Control Pftrluu 

LO S — IOO * 0.5 

2>.0 5 _ 98-bt SS 

QM lO'O 5 \ 82.4- ±  8-1 

3>0'0 5 =?|.Q ± S-fa 

0 io 4-Z 

ED50(range)  > ao 

EDgo(range) y*^ 

Resistance factor IgQ 

ED5Q(range) 

EDgo( range) 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY Of ANTIMALARIAt DRUG US1S 

| BLOOD SOU ! /ON Kit". I [)l S) 

TAI1I I     fe5 

COMPOUND  NAML 

OR NUMBER N\SpP>C<?i.Nje        PARASITt   (SU6)Sf€Cl£S   .??'.yA%UV 

FORMULATION   .T^*9Sft9.IP/MX),   ROUTE OF ADMINISTRATION   :   SC/-il'/RO/ W 

MAXIMUM  TOLERATED DOSE   (MTD)       MG/KG X   ... 

Strain 
Uai ly dose 
mg/kg DO-D+3 

No.  of" 
mice 

No.   of 
experiments 

Mean control 
parasite rate % 

Ireated PR%vlfln 

Control  PRTT100 

\<o S — 38-1  ±   59 

3.0 s — 559 +  13.4- 

NS lO'O s \ _ lt.4- ±   92. 

20.0 s - U'4-  ±   S.5 

<b 10 23'3 
r 

ED50(range)5.b(^ -5.5) 

ED90( range )^,3(a,5_a8,0) 

Resistance factor  Igg Q.Q 

»-o 5 — ^31 t   IV.O 

3.0 5 - ^30 t  \-4 

NS llOO lO-O S 1 - 533 1 8'9 

3O0 S - 30.4- 1 3.8 

0 IO 5 "4- 

ED5Q(range) 40,0(T,.O _ ^,5) 

ED9o(range)\ao(sa.o-^oj 
Resistance  factor   !„„ LA-,<$ 

•■ 

Principal   Investigator:   Professor W.Peters 

Department of Modical   Protozoology 

London School  of Hygiene A  Tropical Medicine 

179 



SUMMARY   OF   ANT1MAI AH1A1.   DHUl,   IESTS 

(lil 00U  SCHI/ON10UUI S) 

1ABI.I    t>lo 

COMPOUND  NAMt 

OR  NUMBER .. Mlf P^&^i.NS       PAWisMl   (SU8)SP€CI£S    PyoeAVi 

FORMULATION   . .\^£C*.$9/U  O   ROUTE  OF  ADMINISTRATION   :   SCM 

MAXIMUM  TOLERATEO  DOSE   (MTD)       MG/KG X   ... 

Strain 
Uai ly dose 
mg/kg DO-D+3 

~W. of~ 
mice 

No.  of 
experiments 

Mean control 
parasite  rate 2 

TFeaTetf-PUt-. - 
Control  PPX100 

WO 5 — 9to'5 -± 8-4 

3.0 S _ IOO       ± 51 

SH »o-o 5 1 - 8\\   ± <*.l 

30>0 5 - 389  * S-4 

0 IO M 

ED50(range)aa.5(\16_a9<C 
) 

ED9Q( range) ?8,C(59,0_,W i 
Resistance factor  Ign 4Q3L 

WO s __ \oo ± t-t 
3.0 5 — at'^t is 

SPN lO-O 5 1 - 80-b * \t-8 

3o-o 6 - 80<i± Hi 

& 10 fe-4 

E05Q(range) 

ED90( range)   > ^Q 

Resistance  factor  I„ 

t'tin. 1 p,i 1   Investigator:   Professor W.Peters 

[)<>!>.irtment   ■ <(   MiMiual   Protozoology 

London School   of   Hygiene  *•   Tropical  Medicine 

l*0 

, 



^- CTi 

SUMMARY OF ANTIMALARIAL DRUG TESTS 

(111 000 SCMI/0N10CI0F.S) 

FAB 1.1 <=n 

MepAce..itvi^-      PARAsirt (sw)SPE&i£S . P\y.qeX\ 
COMPOUND  NAMt 

OR  NUMBER  "TWWfi'PiW?*        PARASITt   (SUB)SPLUES   . T.\M C^-' * '• 

FORMULATION  .T^^eo &P./HX).   ROUTE  OF ADMINISTRATION   :   SC/<l'/PO/JA 

MAXIMUM  TOLERATED DOSE   (MTD)       MG/KG X   ... 

Strain Dai ly dose 
mg/kg DO-D+3 

No.  of 
Hi'. Le 

No.  of 
experiments 

Mean control 
parasite rate % Control   PR5T 

\>o 5 — ^^.1  ±   l.(o 

3»o S _ s&.o ± st 

NS RfoS 100 S 1 — va-i ± 4.5 

3o-0 s — S'5   t S.(o 

0 10 l^-S 

ED50(range)7.0(3.t)_l9,5) 

EDgo(range)23l5(|a,0_t£lo 

Resistance factor IgnlS^ 

0.3 5 — sS'b ± ?-a 

t<o S _ 1B.S  4  IO-8 

NS RO& 3.0 S \ - b"i.O 1   S3 

I0-O S ~ 1^.-5 ± ?a 

f* ID \\' + 

ED50(range)a.|(0,9.fo.^ 

EDgo( range) 11.3(5.3 - ^.Q) 

Resistance  factor  lgu ^,^ 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School   of   Hygiene S   Tropical  Medi. Ine 

ISI 
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SUMMARY  Of  ANTIMALAKIAL   DRUG   TESTS 

(ill 001)  SCHIZOKTOCIDF-S) 

rAiti.i feg 

COMPOUND  NAMt 

OR NUMBER N\EPAC«ltsl^              PARASITE   (SUB(SPECIES   . P». 

FORMULATION   .TwfiPW.fP./HXJ ROUTE OF ADMINISTRATION   :   SC/IP/t'O/IV 

MAXIMUM  TOLERATED DOSE   (MTD)       MG/KG X   ... 

Strain 
Uaily dose 
mg/kg DO-D+3 

No. of 
mice 

No.  of 
experiments 

Mean control 
parasite rate % 

Ireated PR3Llnn 

Control   PR**100 

l-O S — <S80   ±  2-1 

3>0 S - 13->    ±   S'\ 

QS \o>o 5 1 — to-4-  ± 8>1 

2>0-0 5 — 4^.3 ± 8-1 

0 IO ao-a. 
r 

ED5Q(range) 

EDgQ(range)   > 30 

Resistance factor IgQ 

03 S - 95-a t j.o 

wo 5 - S<^  ± 30 

NIG s.o 5 1   4®^  ±  5<3 

10-0 5 _ 24.9 ± ^a 

0 IO a>3 

ED50(range)3,Q(0.g_5i(5) 

E090(range)^tO(5,, _Mi(J 

Resistance  factor  log ^.0 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School  of Hygiene &  Tropical  Medicine 

IS2 

i 



^- 

SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TABLE fc9> 

COMPOUND NAME 

OR NUMBER .W?|>%W*       PARASITE (SUB)SPECIES  .?.«>JO*&.... 

FORMULATION rE**fc\$Q/.Hj>.  ROUTE OF ADMINISTRATION :  SC/-IP/PO/1T 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X ... 

Strain Uaily dose 
mg/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

ireated PK^100 
Control PR**100 

io*o 5 _, 8fe-2 ± fc-4- 

30 0 5 .. 59-3 4 50 

9s too s 1 « Slo ± 4* 

1000 S _ ZV1 t fe'5 

0 io »••© 

ED50(range)4q,0(2%.0.-,1 
«& 

E090( range )2S0(X4S.4>^ 
ft 

Resistance factor Igo 

ED5Q(range) 

ED90( range) 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School  of Hygiene & Tropical Medicine 

l«3 

__ 



^" 

I 

SUMMARY  OF  ANTIMAl AIUAL   DRUG   ILSTS 

(BLOOD  SCH1/ON10C1D1S) 

IAIII.I   ~JO 

COMPOUND  NAMf 

OR  NUMBER MEPAoe^G        PARAS I Tl   (5UB>SP£CiES      pMOeiv. 

FORMULATION   ,^P?^SQ./H£>.   ROUTE OF ADMINISTRATION   :   SC/HVI'O/IV 

MAXIMUM   TOLERATED DOSE   (MTD)       MG/KG X   ... 

Strain Uaily dose 
mg/kg DO-D+3 

No.  ot 
mice 

No.  of 
experiments 

Mean control 
parasite rate % 

Treated TKE^T 
Control Wr'00 

»«o 5 — 
100 ■* 0.4- 

3.0 s - 99.5 -t 2-2 

SAtv\ »oo s \ - 4-S-O t "^2 

30-o 5 - 4-^>.» + 1-2 

0 IO a*.* 
r 

ED5Q(range) 

EDgo(range)   > 30 

Resistance factor Igo 

0.3 s - 88-9 t  fe>-3 

I'O 5 - 98^ * 3-1 

N\PS 3.0 S 1 - 91.4- *  5.9 

100 s - 5^-3  ±  9fe> 

0 10 t.% 

ED5Q(range) 

ED9Q( range)    >   IO 

Resistance  factor  Ig 

Principal   Invostigator:   Professor W.Peters 

Department of Mediral   Protozoology 

London School   of  Hygiene   &  Tropical  Medicine 

IS4 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TABLF 71 

COMPOUND NAME 

OR NUMBER .MePACffliSe        PARASITE   (SUB)SPECIES   . P.-t^Vm 

FORMULATION  .. )*&T>%Q.fi£>...  ROUTE OF ADMINISTRATION   :   SC/IP/PO/iV 

MAXIMUM TOLERATED DOSE  (MTD)      MG/KG X   ... 

Strain Daily dose 
mg/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

treated PR^ 
Control  PRrluu 

0-3 S — 95-1   ± 8-9 

I'O S - 85-b * b-9 

QMS 3.0 5 1 _ ^•^   *  S.3. 

»o«o 5 - 93 3    * 3.3 

ti IO 8-Co 

ED5Q(range) > ^ 

EOgo(range) » |Q 

Resistance factor Igo 

ED50(range) 

ED9Q(range) 

Resistance factor IgQ 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School  of Hygiene &  Tropical Medicine 
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SUMMARY OK ANTIMALARIAI. I)RU(, f£STS 

nil ooo SCHI/ONIOUDI S) 
I AM.I   72. 

COMPOUND   NAMI 

OR  NUMBER FV^ff* *» O" O         PARASITf   (SUll)SPLULS   .": bercjr)£t 

FORMULATION   . .WSfc\ $&/HX>..   ROUTE OF ADMINISTRATION   :   SC/-H'/»Q/ IV 

MAXIMUM   TOLERATED  DOSE   (MTD)       MG/KG X   ... 

Strain Dai ly dose 
mg/kg DO-D+3 

No.  of 
mice 

No.  of 
experiments 

Mean control 
parasite rate % 

Ireated PK5L   - 
Control   Pfir'00 

3.0 5 — 100 t 4-8 

lO-O 5 — tl-1* H.5 

RC 300 5 I   4^3 * lb-! 

looo 5 _ 314-1 * 3-3 

0 lO lo-O 

ED50(range) lb.o( g.5-TO.C ) 
ED90(range)4.:;>0(lb5_>)0(: A 
Resistance factor Igo 1Qa 

3.0 5 — Sfa-4 ± 4.-4. 

100 s   0-^ ± 0.4 

Of?A 3oo 5 1 — O.o» ± O>01 

>ooo s — O 

p lO 

E050(range)4,(o(3,4_b.s) 

EDgo( range) 7,5(5.4..^ 

Resistance  factor  I.    . g 

Principal   Investigator:   Professor W.Peters 

Department, of Medical   Protozoology 

London School   of  Hygiene  &  Tropical  Medii.ine 

ISfa 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TABLE  73 

COMPOUND NAME 

OR NUMBER ..AfTSttl^lW.'J       PARASITE (SUB)SPECIES  ..P.'fe^b^.... 

FORMULATION .T^.<W0.8Q/H2Q. ..  ROUTE OF ADMINISTRATION :  SC/4P/PO/I?- 

MAXIMUM TOLERATED DOSE  (MTD)     MG/KG X  ... 

Strain uaily dose 
mg/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

ireated na,.-. 
Control PRrIU0 

\oo 5 - 5l. 1  ± $-2 

30-0 S ^."5 ± 10-9 

Ql^ lOOO 5 1 _ 5>3 ±  3.0 

3oOO 5 _ 0.02. £ 0.01 

0 IO lb.93 

ED5Q( range )lg>5(s.5_M% >^ 
EDgo(range) 52,0(23.5-^ 5>q) 
Resistance factor IgQ 

ED5Q(range) 

EDgo( range) 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School  of Hygiene & Tropical Medicine 

1*7 



^ V 

SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TABLE  74- 

COMPOUND NAME 

OR NUMBER .AftQlMflNlti       PARASITE (SUB)SPECIES  P? >?S>3>V£'t. 

FORMULATION .Tl^MO.BQJ.H^> ROUTE OF ADMINISTRATION : SCZ-iP/PO^IV 

MAXIMUM TOLERATED DOSE (MTD)     MG/KG X  ... 

Strain uaily dose 
mg/kg DO-!>3 

No.  of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

ireated PRX^  Q 
Control PRrluu 

3.0 s _ •&<?> ± s-\ 

10-o s lO-O * fc».$ 

his woo 30.0 6 \ m t*\ ± o.-i 

\oo-o 5 ^ O.OA-10O3 

0 IO s-t> 

ED50( range) 3.3(4.^. t#3J) 

ED90(rangeh3.8(\o.«-\^ <5 
Resistance factor Igo 

3-0 S — 8it tlo 

too s • S4-.A.*^\ 
SAf\ ao-o s 1 • 2X8 ± A.l 

100 -o 5 m O 

0 10 X17. 

ED5otran9e)lD.a(4'.l-7A^ 1 

EDg0( rangeJjfc-Sfio.x. 44 .0} 
Resistance factor Ig0 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School  of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 
TABLE 75 

COMPOUND NAME 

OR NUMBER .M&m&H\&.     PARASITE (SUB)SPECIES 

FORMULATION .Xv*W^^O./Hp.. ROUTE OF ADMINISTRATION : SC/iP/PO/IV 

MAXIMUM TOLERATED DOSE (MTD)   MG/KG X ... 

t.5+&. 

Strain uaily dose 
mg/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

ireated HR^10Q 
Control PRrluu 

3-0 S — 158 ±   HO 
lO'O S - 5X3* 8*S 

OS 3o-o 5 \ - 2.^-9 ± 11-3 

iOO'O S - R4 ± b-8 

0 io i$ 8 

ED50(range)i|.g(t.5_ 34.0) 

ED90{range)lb5(90.0_3^ 

Resistance factor JgnS).^ 

ED5Q(range) 

EDgo( range) 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School  of Hygiene & Tropical Medicine 

IS9 



r "»-**■»■ ^^r "W*^^^»^ 

SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOU SCHtZONTOCIQES) 

FAIil I   7fo 

COMPOUND  NAMf 

OR  NUMBER fi^&n'S'*V!T>         PARASITE   (SUB)SPECIES   .P-Sjoetit. 

FORMULATION   .*!wMnRQ./HiD.   ROUTE  OF ADMINISTRATION   :   SC/IP/PO/IV 

MAXIMUM  TOLERATED DOSE   (MTD)       MG/KG X   ... 

Strain 
Dai ly dose 
mg/kg DO-D+3 

No.  ot 
mice 

No.  of 
experiments 

Mean control 
parasi te  rate % 

TreaTed" PK£,lnn 

Control   PR?"00 

3«0 5 - <2>fc.8 t Q-i 

10.0 5 - 4S-fe * S-8 

NIG 30.0 5 1 — O 

ioo-o 5 - O 

0 IO 

ED50(range)tj.^(5,i _ 10-t) 

EDgo(range) tl-SU'l - Ro) 

Resistance factor IQQ ^J 

ED50(range) 

EDgo( range) 

Resistance  factor  I-_ 

Principal   Investigator:   Professor W.Peters 

Department  of Medical   Protozoology 

London School   of   Hygiene  &   Tropical  Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 
TABLE ~n 

COMPOUND NAME 

OR NUMBER . AKT?rO.«*«N.»!9       PARASITE (SUB)SPECIES  . B. &*$$&>, 

FORMULATION  .THWO&Q jHjQ.  ROUTE OF ADMINISTRATION  :  SC/IP/PO/IV 

MAXIMUM TOLERATED DOSE  (MTD)     MG/KG X  ... 

Strain Daily dose 
mg/kg DO-D+3 

No. of 
mice 

NO.   Of 

experiments 
Mean control 
parasite rate % 

ireated HKX^ 
Control  PRrluu 

B«o s mm 10O ± b'O 

io«o 5 ^ *M t \\>h 

QN\S 3o«o 6 \ _ IQQ ± to .-a 
lOO-O S • fe-s * %<c 

0 io S-8 

ED50(range)35.o(n.o_M •o) 
ED90(range)l2o(5:|tO_24 to) 
Resistance factor Iqn 

ED5Q(range) 

EDgo( range) 

Resistance factor IgQ 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School  of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TABLE 78 

COMPOUND NAME 

OR NUMBER ..?XfWf^*$*J*ft       PARASITE (SUB)SPECIES . .P>*0>vei. 

FORMULATION HV^tt$°./.HaP- R0UTE 0F ADMINISTRATION : SC/IP/PO/IV 

MAXIMUM TOLERATED DOSE (MTD)     MG/KG X  ... 

Strain Uaily dose 
mg/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

treated PIO^ 
Control PRrluu 

0«3 S - 9b-^ * 32 
\o 5 m lol ± ^.4- 

MFV Vo 5 1 - 0«OI ±O-0\ 

\o«o 5 m 0 

0 IO a-4- 

ED50(range)o.fe(o>s_o>^ 

E090(range)o.9(o<1.,^ 

Resistance factor Igo 

0.3 5 ^ 84-.S ± SO 

1-0 5 — t«%* 1-2. 

kFV 3.0 5 1 m O-OI ± O>0l 

10'O 5 m 0 

* »o *•-& 

ED50(range)o.^(Of^-O^ 

1 
ED90(range)Oq(o<s_o^ 

Resistance factor Ig0 

Principal  Investigator: Professor M.Peters 

Department of Medical  Protozoology 

London bchool of Hygiene & Tropical Medicine 

l°>2 



SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TABLE  19 

COMPOUND NAME 

OR NUMBER .. fifSS&f&J&'f^S       PARASITE  (SUB)SPECIES  &IM&V* $&$. 

FORMULATION ..)w?9fi?P/.Mp.  ROUTE OF ADMINISTRATION : SC/i+Wefl-V 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X  ... 

Strain Uaily dose 
mg/kg DO-D+3 

No.   Of 
mice 

No.   Of 
experiments 

Mean control 
parasite rate % 

ireated WKX^™ 
Control PRr'uu 

o< 5 _ too ± 3-4- 

0-3 5 _ 92-8 ± ?«4 

c?s I'O S I — 58-1 ± 13.4- 

2>.o S — 2.5-5 1 3-1 

loo 5 - 3^5 il-5 

0 IO IS«8 

ED50(range) a.4(0.8_5.a"} 

ED90(range)^.5(t.s _ ^ 

Resistance factor Igo 3^,5 

ED&0(range) 

EDgo( range) 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School  of Hygiene & Tropical Medicine 

193 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIJES) 
TABLE 80 

COMPOUND NAME 

OR NUMBER    .. fy *RN *fc»c?>N*   PARASITE (SUB)SPECIES .?*Jtogk*). 

FORMULATION .!W«»n 80./H£l. ROUTE OF ADMINISTRATION : SC/IP/PO/IV 

MAXIMUM TOLERATED DOSE (MTD)   MG/KG X ... 

Strain uai ly dose 
mg/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

treated PR^ 
Control PRr100 

O'-h 5 «. \oo  ± 1(o 

l-O S — fc^S ± SO. 
SAM 1*0 5 1 _ iv» ± ib-5 

lo-o S ^ o-it o.*i 

^ to IM 

ED50(range) ,.fc(v<0 „ 3 ^ 

ED90(^nge)3a(1%o_fc|^ 

Resistance factor I„0 

C-3 s m fc*>^ ± »•! 
10 s - ?4-2. t S-T. 

"\PS 3.0 s 1 - 80.4 ± SI 

\o«o 5 - 21.S t S'4 

^ IO 10-4- / 

ED5Q(range)5>fc(4il _ ^ 

5) 
ED90(range)Wv3(ai(>_n( 

Resistance factor Igo 

Principal Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TABLE  SI 

COMPOUND NAME 

OR NUMBER .. .fyR9Wf)*W>.»r**       PARASITE (SUB)SPECIES  P'JWWJ^V. 

Of-.MULA r LOM .7J*f*n8p/.H«0..  ROUTE OF ADMINISTRATION :  SC/IfVPO/IV 

MAXIMUM TOLERATED DOSE (MTD)     MG/KG X 

Strain uaily dose 
mg/kg DO-D+3 

NO.   Of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

ireated PKXv100 
Control PRrluu 

0-5 S m 81.9 ± S'A- 
1.© s m ?3-3 ± WV.S 

q*s 3.0 s 1 m 5*5 i \\-<e 

tO'O s m 
Arb-5 ± »0.^ 

4 vo fc'fe 

ED50(range)3.5(<.3-l2.^ 

EDgo( range )4fc<0(„.s_>,o a 
Resistance factor !„„ 

ED5Q(range) 

EDgo( range) 

Resistance factor Igo 

Principal Investigator: Professor W.°eters 
Department of Medical Protozoology 

London School  of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TABLE  82 

COMPOUND NAME 

OR NUMBER .. .FX^t*7mWJ.«l       PARASITE (SUB)SPECIES .BJWQWL 

FORMULATION .3««0.?P./Hp... R0UTE OF ADMINISTRATION : S6yiP/Wi¥ 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X  ... 

Strain Uaily dose 
mg/kg DO-D+3 

NO.   Of 
mice 

No.   Of 
experiments 

Mean control 
parasite rate X 

ireated HRXy,00 
Control PRr,U0 

0>3 5 _ 8o2 ±4-.1 

I'O S __ b5>9  ±K>8 

6 3>0 5 I - 25-0 ± 9-S> 

loo S - O-OI  ±   O'Ol 

3>o>o 5 - 0 

£ IO .     24-.fc> 

ED50(range),.a(0i4.Oi4^ 

ED90(range)2,4(o,g _ 5^ 

Resistance factor Igo 

••0 5 _ 12-5 t \\.\ 

i>o 5 _ 20'2 ± 9.5 

PVR >oo 5 1 - O'l    +   O'l 

30-0 5 — 0 

<P ID 19-9 

ED50(range) ,,5( UQ _2,^ 

ED90( range) 3,4(2<2_4|^ 

Resistance factor Iqo 

Principal  Investigator: Professor W.Peters 

Department of Medical  Protozoology 

London School  of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIOES) 
TABLE 8-5 

COMPOUND NAME 

OR NUMBER rftottMTttAVWtfV       PARASITE (SUB)SPECIES J?S!=*%&$*. 

FORMULATION .Tks°f) SQ/.B^Q...  ROUTE OF ADMINISTRATION : S6/IP/PO/IV- 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X  ... 

Strain Uaily dose 
mg/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

ireated HK^1QO 

Control PRrIU0 

003 5 ^ 44.5 ±B«< 

0-1 5 _ 0-1   * 03 

QM 0-3 S 1 - O 

l-O 5 ^ O 

«* IO lb.9> 

ED50(range)o#ols(o.ori. -covC) 
ED9Q(range) o«OS4( 0.04-; ,-O'Ow) 
Resistance factor 1„Q 

ED5Q(range) 

EDgo( range) 

Resistance factor Iqo 

Principal  Investigator: Professor W.Peters 

Department of Medical  Protozoology 

London School  of Hygiene & Tropical Medicine 

1<T7 
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SUMMARY  Of"   ANHMALAR1AL   DRUG   TESTS 

(61000  SLHl/()NTOCIU(S) 

lAiii.i   84- 

COMPOUND  NAME 

OR NUMBER .ftt9}t&JHf*fo.*M        PARASITE   (SUB)SPECIES   .P ^pe^v. >Sp . 

FORMULATION   . .!W?fer\ SO JHjQ   ROUTE  OF ADMINISTRATION   :   9&IP/*8ft« 

MAXIMUM  TOLERATED OOSE   (MTD)       MG/KG X   ... 

Strain Daily dose 
mg/kg DO-D+3 

No.  ot 
mice 

No.  of 
experiments 

Mean control 
parasi te rate % 

Ireated PRJ^ 

Control  PRrluu 

C03 5 - IS.3 ± 13-9 

O'l S - 3.3 1 a.(o 

<v5 0»3 5 t - 0-1  4 0.3 

l-O 5 - 0 

d IO \9.8 

£D50(range)0.Oo^(o'OO^- O-Ol) 

0.085) EDgo(range)0%045(0.0,b _ 

Resistance factor  Igo Q-38 

0-03 5   loo S IfcO 

Ol 5 - 9<o * 8.0 

NS 1100 0>3 5 1 - 0 

l-Q 5 - 0 

0 IO 4-.8 

ED5Q( range )0,0A.3(o.03l. - O'Ob) 

O-tSl) ED90(ran9e)O.O83(o.Ot> - 

Resistance factor  IQQO«09 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School  of   Hygiene A   fropical  Medicine 

l<3»3 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TABLE 8S 

COMPOUND NAME 

OR NUMBER    .. SVkp.^P.Q^,.^.e.   PARASITE (SUB)SPECIES .¥.•&&$}&. 

FORMULATION . A***?^ J&>./HZQ . ROUTE OF ADMINISTRATION : SC/IP/PO/IV 

MAXIMUM TOLERATED DOSE (MTD)   MG/KG X ... 

Strain Uaily dose 
mg/kg DO-D+3 

No. of 
mice 

No.   Of 
experiments 

Mean control 
parasite rate % 

Ireated PRX^ 
Control Pftrluu 

OM 5 - 92.1 ± 3-2 

OS S — 550 ± I9.0 

PYK l'O IO 2 - IS>8 ± S'2 

3-o IO - 1*4   ±0.9 

lO'O 3 - 0.O2 ± o.Ol 

boo s . O 

^ 20 2.1.8 

ED50(range)0,3b(0>21_0lS£ 

ED90(range)j.ls(Oib1_Vtg^ 

Resistance factor Ig0 

ED5Q(range) 

EDgo( range) . 

Resistance factor Igo 

Principal Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 

l<5>°> 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 
TABLE  8fo 

COMPOUND NAME 

OR NUMBER .f&lfiflfi&yi**?       PARASITE (SUB)SPECIES  .T?\kftr^\ej 

FORMULATION ."KMSftO.§P./ Up....  ROUTE OF ADMINISTRATION :  SC/IP/PO/IV 

MAXIMUM TOLERATED DOSE  (MTD)     MG/KG X  ... 

Strain Uaily dose 
mg/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

ireated PR^1Q0 
Control PRrluu 

0.O2, 5   %<4»-± V2.S 

o«i S _ 21-O ± IS-0 

QrA C3 5 1 _ O'S t O-S 

ho S - 0 

a to Ifa.9 

ED50(range)O.os(o.O"L - O .0%) 

ED90(range)o,,^(OtOS_6 .2) 
Resistance factor Igo 

ED5Q(range) 

EDgo( range) 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School  of Hygiene & Tropical Medicine 

2JOO 
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SUMMARY OF ANTIMALARIAL DRUG TtSTS 

(Bl.000 SCH1/ONTOCIDFS) 

TAULI. 37 

COMPOUND NAME 

OR NUMBER    .. .Su.'rF.^.PpxiNlC   PARASITE (SUB(SPECIES . Y: 

FORMULATION . .T^GOf! 80/.Hp. . ROUTE OF ADMINISTRATION : SC/If'/PO/IV 

MAXIMUM TOLERATED DOSE (MTD)   MG/KG X ... 

Mp., 

Strain 
Dai ly dose 
mg/kg DO-D+3 

No.  of 
mice 

No.  of 
experiments 

Mean control 
parasite rate % 

Ireated PR2k,lnn 

Control   PRrIUU 

0-03 5 — 43.3 ± S'(o 

O-l 5 - 0-b ± 03 

QS 0-3 S 1 - 0 

IO 5 - O 

<t> ID \9'8 
/ 

ED50(range)o,ol§(o.024._ 0.032) 

O-Ob) EDgo(range)0i05a(0,046 . 

Resistance factor  I„Q Q.OI 

0-03 5 13-9  * I5Q 

o-» 5 _ "b>8 i 3'b 

NS MOO 03 5 \ - O 

»*o 5 _ O 

0 IO 4-8 

F050(range)0(04.|(0,029-C ■053) 

EDgo( range)0,0^fe(0i044_ 

Resistance  factor  Ig„ o.OQ. 
■ 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School   of  Hygiene  fc   Tropical  Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TABLE 88 

COMPOUND NAME 

OR NUMBER    N*Wf74W!!*!1 &&?&&&.(&$    PARASITE  (SUB)SPECIES  .P.')p&$&. 

FORMULATION . h&to§0/Hp.... ROUTE OF ADMINISTRATION : S&/1P/Pe/fV 

MAXIMUM TOLERATED DOSE  (MTD)     MG/KG X  ... 

Strain 
Daily dose 
mg/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

ireated PK%v1Q0 

Control  Pftrluu 

O'Oi S - 9t^ ± 5>fc 

0-03 S - ?2>^5± 52. 

P 0' 1 s 2 - 822± 5-1 

0*3 \o - 31-S ± t'S 

l>0 s - 0 

0 2o 9-o 

ED5Q( range )0.oq(o,o3 _0% ») 
ED90(range)o,-l(o,ol_o.t; 

Resistance factor Igo 

03 5 _ fe8'0 ± 12.0 

1-0 S - 0.08 fc O.C38 

B 3.o S 1 - O 

lO'O S - O 

0 10 24-.5 

ED50(range)0,34(oag_Oi4 1 
ED9Q( range )0i52(o,42.o^ 

Resistance factor Igo 

Principal  Investigator:  Professor W.Peters 
Department of Medical  Protozoology 
London School  of Hygiene & Tropical Medicine 

2PZ 
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SUMMARY OF ANTIMALARIAL DRU„ ,ESTS 

(BLOOD SCHIZONTOCIDES) 

TABLE 89 

COMPOUND NAME 

OR NUMBER .^S™fT*WV:^^y.fi1^   PARASITE (SJB)SPECIES  . Pbp*$r<&. 

FORMULATION  .^^.S^ jHjD....  ROUTE OF ADMINISTRATION  :  S€/IP/4W*V 

MAXIMUM TOLERATED DOSE (MTD)     MG/KG X 

Strain Uaily dose 
mg/kg DO-D+3 

NO.   Of 
mice 

NO.  of 

experiments 
Mean control 
parasite rate % 

ireated PKW 
Control  PRrluu 

0.1 5 923 ± i4m 

C3 IO - 54-.^ ± 99 

PVR \-o s 1 - 2-1    i: 0.^ 

3.0 s - O 

0 20 2J.8 

ED50(range^o,lt(Oi2U0i3s
s 

I) ED90(range)o,b(Oi4<^_0^ 

Resistance factor Igo 

ED5Q(range) 

EDgo( range) 

Resistance factor Iqo 

Principal   Investigator:  Professor w.P. • 

Department of Medical  Protozoology 

London School  of Hygiene & Tropical %dic 

loi 
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SUMMARY OF ANTIMALARIAl DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

I -.5 

TABLE  90 

COMPOUND NAME 

OR NUMBER &*M&>^,«&^}&°?<,ri£      PARASITE (SUB)SPECIES  .Ti^Q^fti. 

FORMULATION . .1^08p/H jQ.. ROUTE OF ADMINISTRATION : S6/IP/WJ*** 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X ... 

Strain Uaily dose 
mg/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

ireated PR^1Q 
Control PRrIU0 

C03 5 — b3-l ±  3.2 

o-\ 5 — o>a ± o.i 

QIA 03 5 \ — 0 

l-O 5 - 0 

* IO l(o'9> 

ED50(range)0.o3a(o.oi«*- 0.0 Wi 
ED90(range)C.06l(o.o4fc- 0.0b} 
Resistance factor Igo 

ED5Q(range) 

EDgo( range) 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical  Protozoology 

London School of Hygiene & Tropical Medicine 

2o* 
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SUMMARY OF ANTIMALARIAL ORUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TABLE  91 

COMPOUND NAME 

OR NUMBER        ^•MSWfWft • StfJHftftH PARASITE  (SUB)SPECIES  .P.VjfteU*: >S{?.. 

FORMULATION  TwWO SO./.HzQ.   ROUTE OF ADMINISTRATION  :  SfeyiP/PO/IV 

MAXIMUM TOLERATED DOSE  (MTD)      MG/KG X  ... 

Strain Uai ly dose 
mg/kg DO-D+3 

No.   Ot 
mice 

No.  of 
experiments 

Mean control 
parasite rate % 

Ireated PR^1Q0 
Control  PftT'00 

O-O.l 5 - SO.|   t 189 

0>03 S - M.O ± 9-9 

OS O-l 5 1 - 0>9 i   0-9" 

0>3 5 - O 

& IO 198 

ED50(range)o,o,5(o.0ob_C •02=?) 

•094-") EP90(range)o.o5a(o.oai_c 

Resistance factor Iggoifo 

O'OI 5 — IOO t 4«0 

0>03 5 - fcfc>.2>i I8& 

NS 1100 o-\ 5 1 - 115t l&.fe 

0>5 5 - o 
<* IO 4-8 

ED50(range)0i0b(O)O4_O( 085) 

a) EOgQ( range)0),4.(0-09-0. 

Resistance  factor Igo o>4^ 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School  of Hygiene &  Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCICES) 
TABLE 92 

COMPOUND NAME 

OR NUMBER . CttCVfifiV*W!k       PAPJVSITE (SUB)SPECIES ^k«<$S«J. 

FORMULATION .TvM*>.80/fc^O.  ROUTE OF ADMINISTRATION :  SC/IP/PO/IV 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X ... 

Strain uaily dose 
mg/kg DO-D+3 

NO.   Of 
mice 

NO.  of 

experiments 
Mean control 
parasite rate X 

ireated m^ 
Control PRrluu 

IOO 5 - n%i44 

3o*0 S m 78-3 ± *•+ 

P to-o 5 I - fet*-! ± 8'4- 

100*0 5 - AM   ± 84 

tf 10 14-.I 

ED50(range)?5 ^(gco _|, 
• 
,0) EDgo( range )3:u)(2ac>.A( 

Resistance factor Igo 

100 s m 88*9  ±4* 

3o*o s mm 85*4- 11.|» 

B too s 1 m 77-3 t 35 

too-o s m 773 * 4-fe 

* 10 28-4- 

ED5Q(range)  > loo 
• EDgo( range)  ^}OQ 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 

20fc 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TABLE 93 

' 

COMPOUND NAME 

OR NUMBER . £3ftt&C*(CtfA,.l*       PARASITE (SUB)SPECIES . Pt b*<QY»ftl.. 

FORMULATION .TvMnfcO./HjO ROUTE OF ADMINISTRATION :  SC/IP/PO/IV 

MAXIMUM TOLERATED DOSE (MTD)   MG/KG X  ... 

Strain uaily dose 
mg/kg DO-D+3 

NO.  of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

i reared KK^1M 

Control PRr100 

10.0 s mt 91.8 ± *fc 
3o.o 5 . 9o«9 t vo 

PVR bO-O S 1 m. 90'9 ± 2.4- 
loo.o s - "^A-b 4 SS 

<* lo ait 

ED5Q(range)  > IOO 

EDgo(range)   » |00 

Resistance factor Igo 

ED5Q(range) 

EDgQ( range) 

Resistance factor I„0 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 
TABLE 94- 

COMPOUND NAME 
OR NUMBER    . .CVajQGOfy^L..    PARASITE (SUB)SPECIES . .T- 

FORMULATION .. !l^,«ar*.$Q/H^Q.. ROUTE OF ADMINISTRATION : SC/-iP/PO/IV 

MAXIMUM TOLERATED DOSE (MTO)   MG/KG X ... 

&\. 

Strain Uaily dose 
mg/kg DO-D+3 

NO.   Of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

\rented PRS^ 
Control  PRrluu 

0.3 5 _ 8L4- ± $.0 

\-o 5 — 5fc>.3 ± 8-b 

Qn 2..0 5 1 - 9>-<b * 3-4- 

10.0 S - 3-3 * l>b 

0 \o \(o,0> 

ED50(range) ,.0(0.s _,.-,") 

EDg^range)^.^,, _ ^Jj ' 

Resistance factor Igo 

ED5Q(range) 

EDgo( range) 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical  Protozoology 

London School of Hygiene & Tropical Medicine 

■xos 
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SUMMARY OF ANTIMALAH1AL DRUG TESTS 

(BLOOD SCHI/ONTOCIOfS) 

COMPOUND NAME 

OR NUMBER 

TABLE   9S 

P. . C VCLOQUfi.NJ) U        PARAS ITE  (SUB) SPEC IES   . ^-^JOJAM. SSp. . . 

FORMULATION  . Jv?e?rv?P/H£>...   ROUTE OF ADMINISTRATION   :   SC/HP/rO/tV 

MAXIMUM TOLERATED DOSC  (MTD)      MG/KG X   ... 

S tra i n 
Uai ly dose 
mg/kg DO-D+3 

No.  ot 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

Treated PR%vlrir, 
Control  PR**100 

0-3 5 - fc>°>-4 ± 8-4 

i-O S - 4) -5 ± ia 

QS 3,.o 8 1 - ZX"b * 4-5 

io«o S - ^•5 ± a..8 

tf IO 19-8 
 ^—  . 

ED5o(range)o.9(o.a-i.9) 
EDg0(range)b>3(lib_\ai^ 

Resistance factor Ig0 |,g 

0*3 S _ 83'3± 84 

>o s - 4^-3 ± na 

NS 1IOO 2,-0 5 1 - \4--fa * b-4- 

lO'O 5 - 4.(3 t a-4- 

0 IO *r% 

ED50(range)o.9^o,^ _ll4") 

EDgo( range)48 (3,b-$.o) 

Resistance factor  Igo I.5" 

Principal   Investigator:   Professor W.Peters 

Department of Medical  Protozoology 

London School  of Hygiene & Tropical Medicine 

X09 
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SUMMARV OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDF.S) 

TABLL   9fc> 

f 

COMPOUND NAME 

OR NUMBER .. M.E.NO.CT<?N£        PARASITE  (SUB)SPECIES   . .P: N)Q€^. &>f> 

FORMULATION  TvW»nSO./K20..   ROUTE OF ADMINISTRATION  :   SC/NVPO/IV 

MAXIMUM TOLERATED DOSE  (MTD)      MG/KG X   ... 

Strain 
Uai ly dose 
mg/kg DO-D+3 

No.   Ot 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

Treated PR%y1m 

Control   PR**100 

0-3 5 — fc&-9 * 9o 

\>o S - A°>S ± 3'3 

QS 3»o 5 \ - o.o> io-o\ 

IO.0 S - 0 

0 IO IS-8 

E050<range)O-b(o.-bS- »-0) 

ED90(range)1,a(0,1 _ 3,|) 

Resistance factor Ig0 o.8fc 

0-3 5 - s^-a ± R-a 

l'0 5 M 12-$ * R<a 

NS IIOO 3'0 5 1 " X9 * t-lo 

[0-0 5 - 0 

& IO 4-8 

E050(range),.,(0lS _ z.t) 

ED90<ran9e)3.l(t.4--^b) 

Resistance factor  Ig0a,2i 

Principal   Investigator:  Professor W.Peters 

Department of Medical  Protozoology 

London School  of Hygiene 4  Tropical Medicine 

XlO 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 
TABLE 9T 

COMPOUND NAME 

OR NUMBER .. FV0XA$Mn>*       PARASITE (SUB)SPECIES . Pi b*T^>e» 

FORMULATION .*^Mttrv8.Q./MzQ ROUTE OF ADMINISTRATION : SC/iP/PO/IV 

MAXIMUM TOLERATED DOSE (MTD)    MG/K6 X ... 

Strain Uai ly dose 
mg/kg DO-D+3 

No. of 
mice 

NO.   Of 

experiments 
Mean control 
parasite rate X 

Ireated PMk, 
Control PRrluu 

01 5 _ 823 t *.S 
0* S m S*fe ± *.l 

PFMA I'O 5 I m 0.01 ± o.o» 
5.0 5 - 0 

p to \A«D 

ED50(range)o.:L(o.Wo,^ 
I 

ED90(range)o,4(o>2_0,^ 

Resistance factor I„0 

01 s 9*8 * 9-8 
0.3 s ■t 18 m 111 

NAM t-o 5 1 ^ 0.3 t o^ 
3.0 s — 0.O\ 4 0-0\ 

a IO \l.fc> 

ED50(range) ©,3(0^ . 0>|> 

ED90(range)o<1(0<4>_^ 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 

ZU 
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SUMMARY OF ANriMALARIAL DRUG TESTS 

(BLOGC SCHIZONTOCIDES) 
TABLE 38 

COMPOUND NAME 

OR NUMBER ... ftolftfftVMt       PARASITE (SUB) SPEC IES .^5.^^. 

FORMULATION .IJrtM^.^.Q/.H^Q ROUTE OF ADMINISTRATION : SC/IP/fO/'IV 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X ... 

Strain Uaily dose 
rag/kg DO-D+3 

NO.   Of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

ireated v^^ 
Control PRrIU0 

o*t S m IOO  t 4.1 

0-3 s >Oo  1 0*4- 

QK\ l.O 5 „ .^ 0*S 1  0-4- 

3.0 5 ^ O 

0 IO 8 8 

ED50(range)o.b(o.s_Otl\ 

ED90(range)oq(o>b-o^ 

Resistance factor IgQ 

ED5Q(range) 

EDg(J( range) 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 

2.12. 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TAULt     99 

COMPOUND NAME 

OR NUMBER FLDX^C«I.N|e        PARASITE   (SUB)SPECIES   . B. 

FORMULATION  .. |VW^0.8D/H2Q .   ROUTE OF ADMINISTRATION   :   SC/1P/PO/IV 

MAXIMUM TOLERATED DOSE   (MTD)      MG/KG X   ... 

Strain 
Uaily dose 
mg/kg DO-D+3 

No.  ot 
mice 

No.   Of 
experiments 

Mean control 
parasite rate % 

Ireated HKSvlnn 

Control   PR**100 

0>03 5 _ 61-S * 8-fc 

CM 5 - 53- \ ± 3.8 

QS 0<3 5 1 - 40.1 ± 3.9 

I'O 5 - 0-4- ± 0-3 

0 \o \9-8 

ED50(range)o.,(0l031_o. 38) 

ED90(range)0,3>(o,,| _ 0.^ ■a) 

Resistance factor IggO'3| 

0-O5 5 - 95.0 ± b-4- 

O-l 5 - IOO    ± 3-t= 

N5 1100 0-3 5 1 - bo.8 ± »3-b 

I.O 5 - O 

0 >o   ' 4-? 

ED5Q( range )0i3a(O,a%_Ol3 S 
EDg0(range)0,47(o.4.a_Ol * 
Resistance  factor  IggO-^ 

Principal   Investigator:  Professor W .Peters 

Department of Medical  Protozoology 

London School  of Hygiene I  Tropical  Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TABLE   IOO 

/ 

COMPOUND NAME 

OR NUMBER ..fiWWP.&WSyM       PARASITE (SUB)SPECIES Rj|P*&*.3S$. 

FORMULATION .TvV?&0.?.O/H.p.. ROUTE OF ADMINISTRATION :  SC/-IP/PO/tV 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X  ... 

Strain uaily dose 
mg/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

ireated HK^ 
Control  PR5TIUU 

3.0 5  , 33.4- ± S'9 

lO'O 5 - 10.4- ± 8M 

OS 300 5 1 _ 0'3  ± 0>3 

loo-O 5   O 

<* lO t<^8 

ED50(range)a.9(oq_5,^ 

ED90(range)\0,o(>7.b.2Jo.^ 1 

Resistance factor I„0 Q.-J 

ED5Q(range) 

EDgo(range) 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 

ZI«V 

1 *MM 



SUMMARY OF ANTIMA1.AR1AL DRUG 1ESTS 

(BLOOD SCHI/UNIOCI OF S) 

Y 

COMPOUND NAME 

OR NUMBER  "PfKtVKteift        PARASITE   (SUB)SPUIf.. 

FORMULATION   .Ty.«r>.?p/ ttQ . ..   ROUTE  OF ADMINISTRATION   :   SC 

MAXIMUM TOLERATED DOSE  (MTD)       MG/KG X   ... 

Strain 
Dai ly dose 
mg/kg DO-D+3 

No.  ot 
mice 

No.  of 
experiments 

Mean control 
parasite rate 1 

O'l 5 -   • 

0-3 S ..   - 

N I'O s 1 ife    v    1 

3>o 5 - 21   i  ' 

io-o 5 - ■ 

30>0 5 - 

0 IO 9-* 

ED50(range)o,5(o,a _ a,^) 

E090{range)3.^(vo _ ,3lq) 

Resistance factor Igo J,Q 

O'l 5 _ 8i-S   ' 

0 3 s _ t> 1 * »♦ t 

Re I. O 5 1 - 38 8  I 

a-o 5 - It.fc   * » 3 

^ IO 3-3 

ED50(range)o.5(o.a_,,3^ 

EDgo{ range) 3.8( r4- - (0.0^ 

Resistance factor  I.       ).4- 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London Scnool   ot   Hygiene  4   Tropical   HMtCtM 

ZiS 



SUMMARY Of" ANTIMALAR1AL DRUG TtSTS 

(01.000 SCIU/ONIOClOfS) 

TAIH.I    IOZ 

COMPOUND NAME 

OR NUMBER  PPKtWSW.***        PARASITE   (SUB)SPLCIES   ..?: 

FORMULATION   .!*«-«r>.^Q/ BjP..   ROUTE OF ADMINISTRATION   :   SC/WWtt 

MAXIMUM TOLERATED DOSE   (MTD)      MG/KG X   ... 

Strain 
Uaily dose 
mg/kg DO-D+3 

No.  ot 
mice 

No. of 
experiments 

Mean control 
parasi te rate % 

Ireated PK^ 
Control   PP,r'uu 

0'3 S - IOO   ± S-3 

v-O S - S4-.4- U,b 

N l\oo 3.0 S \ - ^•3  ± *B'5 

»oo s - 4o.o ± n-9 

0 10 a. s> 

E050( range) 7.4.(3.8-13.5) 

E090(range) 35,0(^,0 _S3lC p Resistance factor Iqgia.^ 

01 5 - \00   ±   »-8 

0-3 S _ S5'b ± S-8 

9 IO 5 1 - 89 -a, ± fc.4- 

3.0 5 - 55 > a. t \4-.o 

lO'O 5 - 8-8 i 5Q 

V IO (0.3 

ED50(range) 3.0(3.3 -4.b) 

ED90(range)9'3fa-l -14-5) 

Resistance  factor  Igo 3,A. 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School  of Hygiene  &  Tropical Medicine 

Zlfo 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BI.OOU SCHI/ONTOCIDF.S) 

TAULI    I03 

I 

COMPOUND NAME 

OR NUMBER .. . .Pp?«B«fiH*«S        PARAS ITE   (SUB) SPEC IES   . P'.W^KI 

FORMULATION  . .Tr.e«0$Q.M;P-•   ROUTE OF ADMINISTRATION   :   SC/4P/PO/** 

MAXIMUM TOLERATED DOSE   (MTD)      MG/KG X   ... 

Strain Uaily dose 
mg/kg DO-D+3 

No.  ot 
mice 

No.  of 
experiments 

Mean control 
parasite rate % 

Treated PRl,1on 

Control   PR**100 

0-3 5 - loo 

IO <5 - IOO     t|,l 

NH 3.0 S 1 - 84.9 ± 9-4 

\o-o 5 - 38-3 ±1-2 

3>oO 5 - 33 ± 0.8 

52$ ID R-4- 

ED50(range)fcl,(^>9_9iO^ 

EDgo(range)^0,0(B,5 .35^ • 

Resistance factor Igg 3.4. 

O-l 5 - 85-4- ± 5.0 

0-3 S - ^O.S ± 5-8 

NAtv^ «' 0 S 1 - 3fc>-8 ± 3-9 

3-0 s - 
^■S 4 8-fc, 

10.0 s - 4^.9 ± ia.a 

* to a»-3 

ED50( range) 9.5fa.0 _ 19.5s) 

EDgo( range )u5(g5,0. 235) 

Resistance factor  Igr^a-b 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School  of Hygiene &  Tropical  Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TtSTS 

(BI.00U SCHI/ONTOCIDCS) 

TAULI.    I04 

COMPOUND NAME 

OR NUMBER . .P.^.%1^-)^.        PARASITE   (SUB)SPECIES   . P:*??rt|V»?J 

FORMULATION  .'^•*W?.?Q/HjO...   ROUTE OF ADMINISTRATION   :   SC/-1P/PO/IV 

MAXIMUM TOLERATED DOSE  (MTD)      MG/KG X   ... 

Strain 
Uaily dose 
mg/kg DO-D+3 

No.  of 
mice 

No.  of 
experiments 

Mean control 
parasite rate t 

Ireated PR*. 
Control  PRr100 

0>3> S - v»l>\ ± \o-a 

\>o 5 - <V»>8 ± IVa-to 

P 3>o S 1 - lb ^ ± \o.<± 

\o-o 5 - 0<2>   ±  0^ 

* IO S'l 

ED50(range)O>8(o.a-a.f) 

ED90(range)3ia(o,8_glO) 

Resistance factor Igo |,c^ 

D-3 S _ 100 t o-fc 

\-o s _ 9fcv°> i 4-.^ 

B 3-0 5 1 . 92 3i ± a.3 

ioo S - >9.l    ± 8'Q. 

flf \o ao-4- 

ED50(range)M(3>l _ ^ 

ED90(range)n.5(9.o-3O.o) 
Resistance factor  Igo 4^5 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School   of Hygiene  &   Tropical  Medicine 

2tS 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BI.OOU SCH1 /ONTOCIDf S) 

TAULL    105 

t 

COMPOUND NAME 

OR NUMBER .S'WPaKWFli        PARASITE   (SUB)SPECIES   . P 

FORMULATION  .7y<Wr,8p/B,P    ROUTE OF ADMINISTRATION  :   SC/IP/PO/IV 

MAXIMUM TOLERATED DOSE  (MTD)      MG/KG X   ... 

ei 

Strain 
Uaily dose 
mg/kg DO-D+3 

No.  of 
mice 

No.   Of 
experiments 

Mean control 
parasite rate % 

treated PR%. 
Control   PR**'00 

0-5 "S ^ 892 ± 35 

l>0 5 _ 99-4-1: S-9 

pyi? i.o S 1 — 43a± n-o 
\0-O S - lo.o 1 AA 

0 lo 33-1 

E050(ran9e)Q^(\^-4,t) 

ED90(range)g>5(Si0_|,5) 

Resistance factor IgQ a 1 

03 S _ 2R-0 ± H'S 

I'D 5 . 30-fe H4 

ORA 3.o 5 1 _ 14-a * »OQ 

lO'O 5 - 38'4- ± i^-.a 

<Z$ 10 \$>1 

ED50( range )*0(jlfe -3*0) 

EDgo( range) ,g0(3^0_100^ 

Resistance  factor  Iq0 tt-l 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School  of Hygiene &  Tropical  Medicine 
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\ 

SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TABLE   I Ob 

COMPOUND NAME 

OR NUMBER      . .£wyfcp*?!\*     PARASITE (SUB)SPECIES JMagfm*. 

FORMULATION .!**«•> &>.|.HXQ. ROUTE OF ADMINISTRATION : SC>M¥W*V 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X ... 

Strain Uaily dose 
mg/kg DO-D+3 

No. of 
mice 

No.  Of 
experiments 

Mean control 
parasite rate % 

Ireated PR^ 
Control PRrluu 

03 S m 9fe^ t   1.9 

!•© S - 92-1 * 9-fe 
MEN 3.0 5 1 _ li-8 ± 2-9 

10 «o 5 ■ 220± so 

3o.o 5 . 0.9 ±0+ 

? 10 

ED50(range)4^(3,o_^o) 

ED90(range) 1^.0(9.1-1*.$ 
& 

Resistance factor Igo 

ED5Q(range) 

EDg0( range) 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & T»opical Medicine 
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SUMMARY OF ANTIMALARlAl DRUG TtSTS 

(BLOOD SCMI/ON IOC IDFS) 

1AULI    \0"7 

I 

- 

COMPOUND NAME 

OR NUMBER  P?** St?W!».«t        PARAS ITE   (SUB) SPEC IES   . .?: k*f^S*! 

FORMULATION  . .T^ef.S.Q./l^Q ..   ROUTE OF ADMINISTRATION   :   SC/HYPO/IV 

MAXIMUM  TOLERATED DOSE  (MTD)      MG/KG X   ... 

Strain Uaily dose 
mg/kg DO-D+3 

No.  of 
mice 

No. of 
experiments 

Mean control 
parasi te rate t 

Ireated PRJLlnri 

Control  PRr100 

0'\ 5 — 9a-2 * l-\ 

0<3 S _ **•! ± 5-1 

NPsl »■ O S I — =?i.^ ± n^ 

5.Q 5 - 4s>fc ±\oq 

IOO S - 1.54 5-1 

0 IO II.1 

ED50(range)a>i(\,3_ A.O) 

ED90(range)9.o(5,o_)5l5-) 

Resistance factor IgQ 03 

01 s _ 93.^ ± 3.4 

0-3 s _ 8A-.1 ± =M 

H no3 1. O s 1 - 81.U ± fe.l 

J.o S - lfe-9 ±4.8 

too s - ?S»1  1 3-1 

0 10 1o-<o 

ED5Q(range) 

EDgo( range)   > \Q 

Resistance  factor  l„Q 

Principal   Investigator:   Professor W.Peters 

Department of Medical  Protozoology 

London School  of Hygiene 4  Tropical  Medicine 

X1\ 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDFS) 

TABU    I02 

COMPOUND NAME 

OR NUMBER . .^P.^YC-.YCMN?        PARAS! TE   (SUB) SPEC IES   . P-.fc^W*  

FORMULATION  .T*>«£n 8Q/H£i....   ROUTE OF ADMINISTRATION   :   SC/1P/PO/IV 

MAXIMUM TOLERATED DOSE   (MTD)      MG/KG X   ... 

Strain Uaily dose 
mg/kg DO-D+3 

No. of 
mice 

No.  of 
experiments 

Mean control 
parasite rate % 

Ireated PRXy 
Control  PRiTluu 

Ovl 5 - 100 

6 .3 S - 5Z-I   * 91 

MP>/ \>o S \ - Sfc,3 ± lo-9 

3<o <5 - 5^-2 ±   iS'l 

100 S - W4-.5 ±   »A-I 

* IO 1\ 

ED50(range) 

EDgQ(range)   > IQ 

Resistance factor Ig0 

01 5 — S4.3± 10.2 

0-3 S - 12-3 ± fc-9 

kpy t'O 5 \ - bST * 10-3 

3.0 S - AST ±   «M 

ioo s — fc>>8 ± 2,1 

<* 10 13-0 

ED50(range),.3(Oia _$,£ 

ED9Q( range) 5,,(0i9  _ |4S") 

Resistance factor  Igo j,^ 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School  of Hygiene  &  Tropical  Medicine 
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SUMMARY  OF  ANTIMALARIAL  DRUG   TtSTS 

(BLOOD SCHI/UNTOCI Of S) 

TAIiLt    103 

PARASITE   (SUB)SPECIES 

\ 

COMPOUND NAME 

OR NUMBER .. .^W.^cy.^ £  

FORMULATION . .T^«V? $9/.MjQ . . ROUTE OF ADMINISTRATION : SC/tP/PO/fV 

MAXIMUM TOLERATED DOSE (MTD)   MG/KG X ... 

k^o^ie''. 

Strain 
Uai ly dose 
mg/kg DO-D+3 

No. ot 
mice 

No.  of 
experiments 

Mean control 
parasite rate % 

Ireated PK^ 
Control   PRrIUU 

O-L. 5 - 91-8  *  3-\ 

0-3 S - 93-5 ±  5-2 

PPMA \-o 5 \ - »5>o  ±   b'S 

3>o s - ■=?t.o * >1 

»oo s - 3o.S i  91 

0 10 -2.W4- 

ED5Q( range )t).5(3.a_Q,5
>) 

EDgo(range)4a>0(a,i0_8s^ 

Resistance factor Ig0 15,^, 

CM s - 89-0 t H'3 

C>-3 s _ 91.^  tM 

N HfeS l-O s 1 _ ^■0 ± 4-.3 

3.0 5 - 5).8   ±  too 

lO'O 5 - it.fc> ± S-l 

tf IG 1*3 

E05C(range)4i0(3,4_5,9') 

ED9o('snge)ia,o(q.3-i&.o) 
Resistance factor  IOQ^.A. 

Principal   Investigator:   Professor W.Peters 

Department of Medical  Protozoology 

London School  of Hygiene &  Tropical  Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TABLE  MO 

COMPOUND NAME 

OR NUMBER .. $&£&y$h\>i&       PARASITE (SUB)SPECIES . .?!&f&W.. 

FORMULATION .TI^^SP/B^Q .. ROUTE OF ADMINISTRATION :  SC/IP/PO/IV 

MAXIMUM TOLERATED DOSE (MTD)   MG/KG X ... 

Strain Uaily dose 
mg/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

ireatea HK^1M 

Control PR**100 

O-l 5 — loo ± t>'S 

0-3 S _ loo ± S-O 

QW \-o S 1 - IOO ±   fe<9 

3.0 5 - 75.T ± lb.2. 

io-o 5 - b0'5 ± io>.a 

05 IO 4-. a. 

ED5Q(range) «.0(VS _ t^ 

EDg0(range),a,o(^.o .^ 
) 

Resistance factor Igo 

ED50(range) 

ED9Q( range) 

Resistance factor Igo 

Principal Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY  OF  ANT MALARIAL  DRUG   TESTS 

(HI.0O0 SCHI/0N10CIDES) 

TAUl.l    III 

C0MP0UN0 NAME 

OR NUMBER ./$*fif.'V**W*«        PARASITE   (SUB)SPECIES   .&J4M&. 

FORMULATION   .Tw«eo.$P. ./B^5..   ROUTE OF ADMINISTRATION   :   SC/IP/PO/IV 

MAXIMUM  TOLERATED OOSE   (MTD)      MG/KG X   ... 

Strain Daily dose 
mg/kg DO-D+3 

NO.   Of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

Ireated PR%vlnn 
Control   PR**100 

OM 5 — 33-5  ± 4-3 

0-3 S ^ as-1 ± 3.3 

MS 1*0 s 1 _ ^C3   ±   3-D 

3-0 s - 91.4-   ±   3.0 

io-o 5 - 91-4-   ± 4-.Q. 

fS • O 2B- 3 

ED5Q(range) 

EDgo(range)    > |0 

Resistance factor I 90 

ED5Q(range) (ll (0.5-5-3) 

ED9Q( range )3gi0(gi5_^OiC) 

Resistance factor  !-„ \Q,^- 

0  1 S . 88'9 i- I3-* 

0-3 5 _ 11-B i 13.4 

NS WOO !• O 5 1 — W3.0 ± »a.s 

3-D 5   39.(o ±  lo-4- 

lO'O 5 _ \i-o ± a.-s 

0 10 S'4- 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School  of Hygiene &  Tropical  Medicine 
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SUMMARY OF ANTIMALARI Al. DRUG TESTS 

(81000 SCH1/UNT0CIDFS) 

lAlil.l   112 

COMPOUNO NAME 

OR NUMBER . .P^yoyo-irvlG        PARASITE   (SUB)SPECIES   . P-.^'>' 

FORMULATION   .. .1^^ SP./tt-p .   ROUTE OF ADMINISTRATION   :   SC/1P/P0/IV 

MAXIMUM TOLERATED DOSE   (MTD)      MG/KG X   ... 

Strain Uai ly dose 
mg/kg DO-D+3 

No. ot 
mice 

No.   Of 
experiments 

Mean control 
parasite rate % 

Ireated PR^ 
Control  PRrluu 

O'l 5 — lOO 

o-a 5 _ <^b.o tg.j 

SH i.o 5 I - ^2-3L + an 

2>0 _  5 - 95.4- ± l-t 

\oo 5 - 31-a. ± Q-5 

<t io 5-1 

ED5o(range)8-o(b-a-io.o) 
ED90(range)n.0(^,5_a|.5

v) 

Resistance factor Ig0 ^.3 

O A 5 _ lOO    V   8.) 

0-3 S - B^-l±?-o 

SPN \-o 5 1 - 9T5±Ta 

3>o 5 - 84-.1 *3«5 

io<o 5 - ba.g ± »AT 

0 \o (c-4- 

ED5Q(range) 

ED9Q( range)  > |Q 

Resistance  factor  !„„ 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School  of  Hygiene & Tropical  Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHI/ONTOCIOFS) 

TAUl.l.   I'3 

COMPOUND NAME 

OR NUMBER . PfiystcYiyrHS PARASITE   (SUB)SPECIES 

FORMULATION   . .Ti»?efln 8Q ^H2Q  ROUTE OF ADMINISTRATION   :   SC/IP/PO/IV 

MAXIMUM TOLERATED DOSE   (MTD)      MG/KG X   ... 

Strain Uaily dose 
mg/kg DO-D+3 

No.  of 
mice 

No.   Of 

experiments 
Mean control 
parasite rate % 

Treated PR%ylnn 
Control   PRr100 

Ovl S — IOO    -a l-fa 

0-3 S - loo   * O-l 

MS Hb5 I'O 5 \ - ^•8 ±   1-4- 

S-O S - 51-5 ± 4.4 

lO-O 5 - 2951   S-O 

Q$ IO 19>.S 

ED50(range)b.8(5l5 -8-5) 

EDgo(range) 15,5(12.5 _ 19.0 

Resistance factor IgQ 5,-3 

01 5 — 8o-"3   ± ll-(o 

03 5 - S8'<o  ± I-2.-S 

Ns R08 1*0 5 1 - 9fa-l   +  4-4- 

3'0 5 
- $4.4- ± ^2 

lO-O 5 
- 39-1   ± ^4- 

P 10 II.4- 

ED5Q(range) $.0(4-^ .|4j$ 

E090(range)34.obo.O-b>Q 
Resistance  factor  !»„ (3,^ 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School  of Hygiene &  Tropical  Medicine 
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SUMMARY Or ANTIMALAR1AL DRUG 1LSTS 

(Bl.000 SCHI/ON IOC 101 S) 

TAI11.I    H4 

COMPOUNO NAME 

OR NUMBER .. .P?a*Y«'.CM<>\e        PARASITE   (SUB)SPECIES   ..P^o^W 

FORMULATION   nV**»\30./.HjQ. .   ROUTE OF ADMINISTRATION   :   SC/1P/P0/1V 

MAXIMUM TOLERATED DOSE  (MTD)       MG/KG X   ... 

Strain 
Uaily dose 
mg/kg DO-D+3 

No.  of 
mice 

No.   Of 
experiments 

Mean control 
parasite rate % 

ireated PR!*, 
Control   PRrluu 

O'l 5 — 88>a ± 88 

0-3 5 - 13^ -+  15-3 

05 \>o 5 1 - 51.1    i 4-.b 

l-o S - Zl 4-   ±   3-3 

io-o 5 - ^.3 ± 3'fc. 

0 IO 3o-a 

ED50(ran9eH5(0'8-1.8^ 

ED90(range)32,0(ZOi0.92,0^ 

Resistance factor Ig0 |j,^ 

O-i 5 — ^1-9 ± <o-3 

C3 5 — 339 ± 1-3 

NIG \>o 5 1 _ 1A--1 ± 8-1 

3.0 S _ 5<2>2. 4 9.8 

too 5 - 4-7.4. ± i-1 

0 IO 2\.?> 

1 
ED5Q(range) 

EDgo( range)       > |Q 

Resistance factor  Ig0 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School  of Hygiene &  Tropical Medicine 

2Z8 



^" 

SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHI/ONTOCID(S) 

TAUl.l    H5" ' 

COMPOUNO NAME 

OR NUMBER . .P>QX}.WWN.S        PARASITE   (SUB)SPECIES   .P-.y}dU«. 

FORMULATION  . .1vM*9.$OMXL   ROUTE OF ADMINISTRATION   :   SC/ 

MAXIMUM TOLERATED DOSE   (MTD)      MG/KG X   ... 

Strain 
Uai ly dose 
mg/kg DO-D+3 

No.  of 
mice 

No.  ot 
experiments 

Mean control 
parasite rate % 

Treated PRXyinn 
Control   PR**100 

O-A S - 88-O   ± l<V8 

O-i 5 - $3.4- ±   2-3 

SAINA \>o 5 1 - 89b ±4-0 

3.0 5 - 11.1    i   I9>> 

\oo 5 - 43.t>±   9-1 

0 »to 2L\.A 

E050(range)7.a(3i0_lb,o) 

EOgo(range) 5^,0(2.4,0-^ 

Resistance factor ^gn Zl'S 

Ce\ S — 24--S ± S«5 

C3 s — 85>9 -±  t5 

r^ps vo s \ — 8>.t> ± 121 

3.0 s - 1L3   ± I2.0 

>0'O s - 32-2. 1 8-5 

0 lO S'8 

ED50(range)5.^(2,g_|4>^ 

ED9Q( range )4ao(a,,0.14^ 

Resistance factor  !„„ IS'lo 

Principal   Investigator:   Professor W.Peters 

Department of Medical   Protozoology 

London School  of Hygiene &  Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

COMPOUND NAME 

OR NUMBER    . .!><?* Y.eyfWrtg.   PARASITE (SUB)SPECIES . .P.-.^r^W... 

FORMULATION .!*ie?n SP.j.^lp.. ROUTE OF ADMINISTRATION : SC/IP/PO/iV 

MAXIMUM TOLERATED DOSE (MTD)   MG/KG X ... 

TABLE life 

/ 

Strain Daily dose 
mg/kg DO-D+3 

NO.   Of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

ireated na^ 
Control PRrluu 

0>3 5 - IOO * 5-fe 

»• O 5 - <c&-\ i >4.3) 

Ql^S 3-0 S > - 5O'0H8'S 

\0'0 5 - W'<5  t 5'b 

0 IO 8-fa 

ED50(range)2.5(t^-S-*^ 

ED90(range)^.8(t.8.^1>s' 
) 

Resistance factor Igo 

ED5Q(range) 

EDg0( range) 

Resistance factor Igo 

Principal Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 
TABLE  117 

COMPOUND NAME 

OR NUMBER .. .k»W . J^fe^       PARASITE (SUB)SPECIES  .f?>.felt^j*t», 

FORMULATION .T&WtvSP/.HjQ ROUTE OF ADMINISTRATION :  SC/tWyPO/iV 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X ... 

Strain ually dose 
mg/kg DO-D+3 

No. of 
mice 

NO.   Of 

experiments 
Mean control 
parasite rate % 

ireatea WKW 
Control PRrluu 

IO 5 m 93-1 1  5.0 
a.o s 79.fe± ^.4 

NH \0<O 5 1 - 14-1* 9 3 
30-0 s • 10 >& 1 5*2 

p to 9-3 

EIWran9e>B*(M-"ao*! ) 
ED90(range)39i0(^,o-^ 

>) 
Resistance factor Igo 

ED5Q(range) 

EDgo( range) 

Resistance factor Ig0 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 
TABLE   M8 

i 

COMPOUND NAME   GN\ bbOfo 

OR NUMBER .U>M.tffrff       PARASITE (SUB)SPECIES . .P.\fe*g>«A.. 

FORMULATION   TwSfto.^.Q./H^ ROUTE OF ADMINISTRATION : SC/*HVP9/*V 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X ... 

Strain L'ai ly dose 
mg/kg DO-D+3 

NO.  of 
mice 

NO.   Of 
experiments 

Mean control 
parasite rate % 

ireared PK*,,,,., 
Control PRr100 

»o S w tOO t A\ 

3«o s - l>O.D l\0-t 

NS MOO >o.o s » - n-a ± t>-s 
aoo s - o 
P to S-fc 

ED5o(ran9e>4.s(2.0-l-2} 

) 
ED90(range)%^(^s.j^ 

Resistance factor Ig0 

LO 5 M 92««o * 1^ 
3*0 S • 10 s t^« 

S*w\ iO'O 5 1 a 5-4- t L4- 
3oo 5 « 0*8 i 04 

0 10 aiz 

ED50(range)3.5(2>, .,,fl 

i ED90(range)lo>fe(ba-7;1, 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIOES) 
TABLE   I'3 

COMPOUND NAME     Ctt (oWOfe 

OR NUMBER .. WPN. .•TlfrS       PARASITE (SUB)SPECIES  . .ft.fcfttjjrfci 

FORMULATION TWWiO.SsO./Hjp ROUTE OF ADMINISTRATION :  SC/'IP/PO/IV 

MAXIMUM TOLERATED DOSE (MTD)     MG/KG X ... 

Strain Dally dose 
mg/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

Ireated PR^ 
Control PRirluu 

io S ^ *b-2 ± 9.fa 
3.0 s . 9<>.2 ± IO-9 

Q*\S 10 *0 s 1 ■P ^2.4 * 1V2 
ao.o 5 M 34-8 4 18.2 

f* to S-8 

ED50(range)l%.5(Ne>A_v hO 

ED90( range) ?0.O(AO-0-1 ») 
Resistance factor Igo 

ED5Q(range) 

EDgo( range) 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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APPENDIX 3 

,1 

SUMMARISED  RESULTS OF DRUG INTERACTION STUDY 
USING  CHLOROQUINE AND VERAPAMIL. 
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SUMMARY OF ANTIMALARIAL DRUG TESTS TABLE IIO 

(BLOOD SCHIZONTOCIDES) 

COMPOUND NAME    Ver*p»»wl 

OR NUMBER . L0Nl.Zlp9       PARASITE (SUB)SPECIES . P*}J9fii*.«&». 

FORMULATION .Tv**rt S$0./.HaO..  ROUTE OF ADMINISTRATION : SC/IP/PO/IV 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X ... 

Strain Ual ly dose 
mg/kg DO-D+3 

No. of 
mice 

NO.   Of 

experiments 
Mean control 
parasite rate % 

ireatea M\]0Q 
Control Pitt*100 

1-0 5 — 9fe.© 

3-0 5 _ 9^-9 

N5 ICO 5 1 - IOO 

30.0 5 „ 9l>i» 
I00-O S* - loo 
0 IO 23 2 

ED5Q(range) * ~u>,0 

EDgo(range) IN ACT WE    hi   HTt> 

Resistance factor Igo 

  
ED5Q(range) 

EDgo( range) 

Resistance factor !„_ 

Principal Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene 4 Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TABLE   lit 

COMPOUND NAME    CK\orx>q«ine 

OR NUMBER        PARASITE (SUB)SPECIES . .f?#>.4ws*f.-.. 

FORMULATION .IVft^.^ft/H^O.... ROUTE OF ADMINISTRATION :  SC/IP/PO/W 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X ... 

Strain Daily dose 
mg/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

ireated PRJy100 
Control PRrluu 

C3 5 M 100 ± oa 
to 5 — iss± n.o 

NS 3-0 5 1 _ 32-1 ± 13.2 
10-0 5 - l5-t> * 1-2 

30 0 5 - T3 2 5\ 
to-o 5 - tit 4-b 

0 IO 23» -2. 

ED50(range)-7.-7 (,.^.21.6) 

EDgo(range)Z3.0(3.?-t3,c i 
Resistance factor Igo 

ED5Q(range) 

EDgQ( range) 

Resistance factor I„0 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 
TABLE  I2Z 

COMPOUND NAME 

OR NUMBER VfeftfWXitl + &fcflM|W»*fc.      PARASITE (SUB)SPECIES . .?.^?«fei%:.. 

FORMULATION .TwWc».$P. j B.O. .. ROUTE OF ADMINISTRATION : SC/IP/PO/W 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X ... 

Strain Daily dose 
mg/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

1 reared HK^Q 
Control PRrluu 

\-o ♦ 0.3 5 _ 94.4- 

3-0   +   0-3 5 .. 9^.5 

NS \D.O ♦   0.3 5 1 . 9fe-3 

30.0 •♦   0.3 5 - SS-8 

IOO0 ■► C3 5 - >Lt>leo 

M IO 23,2 

ED5Q(range) 

EDgo(range) llsJACTWE   AT    MTD 

Resistance factor IgQ 

I'O ■»■  1.0 5 
■ 

10O 

3.0 ♦ \o 5 _ »oo 
NS I0>0 ♦10 5 1 _ 81-9 ± 51 

30-0 •» l-O 5 - 9b-4 ± 4-4- 

100.0 * 10 5 - >Lb,o6 

JZ IO 23-2 

ED50(range) 

EDg^ range) INACTIVE     >AT     NjT.D 

Resistance factor I„0 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 
TABLE IZ3 

COMPOUND NAME 

OR NUMBER . Y?TP^rcv):*^0.WK*lic»C  PARASITE (SUB)SPECIES ..ftVyacW. £St>. 

FORMULATION .^S£r>SO.Jt\:lO..  ROUTE OF ADMINISTRATION : SC/iP/PO/tV 

MAXIMUM TOLERATED DOSE  (MTD)    MG/K6 X ... 

Strain ually dose 
mg/kg DO-D+3 

NO.   Of 
mice 

No. of 
experiments 

Mean control 
parasite rate 2 

ireatea PKX„100 

Control PRr100 

\>o •+ 30 5 _ 34-.^ -t 4Q 

3-0 ■+  3»<0 5 - 2b-2  ± 3-fe> 

NS 100 * 30 5 1 - IB.2  ± 3-t, 

3O.0  ■* 3«0 5 - \0>§  ±  2-2 

»00>0-» 3<0 S - > L.D ,00 

4 \o Zb-2. 

ED50(range) 8.2(3(2 _ 2g<(} 

ED90(range),5.5(5.2_4s') 

Resistance factor Igo 

1-0 + 10.0 5 _ 211 ± lo 
3.0 + 10.0 5 _ 7-fe ± 3-4 

NS lO'D ♦ lO-O 5 1 - fo-8 1 lb 

3oo «lo.o 5 m 5S ± 2-S 

\oo.o* ICO 5 _ > U> ,00 

«5 \o 23 <2. 

ED50(range)o,o&(<c>,,_()^ 

ED90(range)4.4(,.8_l9>^ 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TABLE 1-2.+ 

l 

COMPOUND NAME 

OR NUMBER y$rwp.qwl.?.Q\lpr^V»oiZ..      PARASITE (SUB)SPECIES   Riy*J&..«p.. 

FORMULATION HWftxSP./H^X .... ROUTE OF ADMINISTRATION : SC/WyPO/IV 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X ... 

Strain Uaily dose 
mg/kg DO-D+3 

NO.   Of 
mice 

NO.   Of 

experiments 
Mean control 
parasite rate % 

ireated m*m 
Control PR**100 

l'0+   30.O 5 _ l\-4 ± SO 

3.0 ♦ 3CO 5 _ Sfe t 2-t 

NS lO-O * 3CO 5 1 _ 4'0 ± 1-7 
30>0 ■• 30-0 5 _ *•?> * 2.0 

IOO.O ♦ 30.0 5 . >LDioo 

^ IO 23 2 

ED50(range)0.\(<0.\ - 0>$) 

ED90(range)3(O(o,5.^iS^ 

Resistance factor IQQ 

1*0   * t.0,0 s - SI ± 31 

3o  • too 5 - •4-0 t   I-2. 

NS 100   «  bO-O 5 l - 2« ±  O-S 

300   « too 5 . I'O  t 09 

tOO-O •» foO-O S - >L.t?,oo 

0 IO ZZI 

ED5Q(range) 

EDgo( range) 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 
TABLE  IZ5 

I 

COMPOUND NAME 

OR NUMBER W?f?qv*."?*. .f.&mWftl..      PARASITE (SUB)SPECIES .P}£#&i A*f.-., 

FORMULATION .T*>«ft\ SP^HjO. ROUTE OF ADMINISTRATION : SC/HVPO/IV 

MAXIMUM TOLERATED DOSE (MTD)  ........ MG/KG X ... 

Strain uaily dose 
mg/kg DO-D+3 

NO.   Of 
mice 

NO.   Of 

experiments 
Mean control 
parasite rate % 

1 reared HKW 
Control par100 

0^ + |-o 5 _ 9^4 

lo + l-O 5 100 

NS 3-0 ■» to S 1 - 34 9 ±49 

lO-O + IO S _ 2.1-1  ± 70 

300 -H-O 5 - l\.A-± SO 

bo-o* IO 5 - S-2-fc 3-1 

0 IO 232 
ED50(range)S.0(2.t_2S^ 

) 
EDgofrange)^^^^.^^ 

Resistance factor Igo 

o .3 * 3.0 S _ 9°>S 

t'O + 3-0 S _ \oo 
r 3.0 ■» 30 s l _ 2t-2 ± 3b 

»oo -* 3o s _ l.lo t 3.4 

30.0 -» 3<0 s _ 5-tt 2.1 
fcOO +3.0 s - 4o ± 12. 

9i 10 23.2 
ED50(range)<j.5(v?_2sN) 

ED90(range)zl.o(Ao_A9^ 

Resistance factor IgQ 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCH120NT0CIDES) 
TABLE I2t> 

COMPOUND NAME 

OR NUMBER £b\QW^V*JOS.*Ye*gfCVr»iL.      PARASITE (SUB)SPECIES ."B.ypgU> A$b. 

FORMULATION ."5«tf«V?P./HaO... ROUTE OF ADMINISTRATION :  SC/«¥«W-V 

MAXIMUM TOLERATED DOSE (MTD)     MG/KG X ... 

Strain uaily dose 
mg/kg DO-D+3 

No. of 
mice 

NO.  of 
experiments 

Mean control 
parasite rate % 

1 reatea HKJL™ 
Control PftrIU0 

0.3 + .t>.o S _ 9fo3 

\>o -uoo s   8T9 ± 51 

NS 3-0 4 10-0 5 \ _ 13-2 + 3-fe 

\0O -i to-o 5 - fc-8  *  It 

30-0 -OO-O 5 _ 4-.0  ± \q 

too + 100 S - 2.S   i 0-5 

0 IO 232. 
ED5Q(range) 

EDgo(range) 

Resistance factor IgQ 

03 * 3OD 5 - 9SS 

1*0   * 30.0 S _ ^fo-4  ± ■A.A- 

NS J'O ■» 30.0 5 1 .» )0&  *  2-2 

lo-o + 3o-0 5 - SS   1  2-5 

300 1 300 5 - 4-2»   i 2.0 

tOO-* bO'O 5 - l-O  t 0.^ 

A lo 232. 
ED50( range )3.4(,.2_Hi^ 

ED9Q( range)S.Q(2<7 - 34o) 

Resistance factor Igo 

Principal Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 
TABLE 127 

COMPOUND NAME 

OR NUMBER . y«T?ip<VTV!       PARAS ITE (SUB) SPEC IES .. .8.\Pft^\e|<. 

FORMULATION .7.^.<ft0.^f?/Bp.  ROUTE OF ADMINISTRATION : SC/IP/PO/tV 

MAXIMUM TOLERATED DOSE (MTD)     MG/KG X ... 

Strain ually dose 
mg/kg DO-D+3 

No. of  ' 
mice 

No. of 
experiments 

Mean control 
parasite rate % 

ireated PR%^ 
Control PRrluu 

1-0 S — 100 

*.o S - 2>2-<o 

RC too s l - too 

30 0 s - ^•3 

0 to 5-5 

ED5D(range) 
INACTIVE    AT     IHTD 

EDgo(range) 

Resistance factor IgQ 

ED50(range) 

EDgo( range) 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School  of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 
TABLE 128 

COMPOUND NAME 

OR NUMBER    .£W«>rP.CjU'/»   PARASITE (SUB)SPECIES . .$?.te5fSfe\i». 

FORMULATION HV?«?r» $9./haO. ROUTE OF ADMINISTRATION : SC/IP/PO/IV 

MAXIMUM TOLERATED DOSE (MTD)   MG/KG X ... 

Strain ually dose 
mg/kg DO-D+3 

No. of 
mice 

No. of 
experiments 

Mean control 
parasite rate X 

ireated PKX^ 
Control PRrluu 

3.0 S ^ 99 9 

ICO s — »oo 

Rc 30-0 s 1 - loo 
too 5 - °>b-S ± 4.fa 

* IO 5.-2> 

ED5Q(range) 
INACTIV£    AT   KVTD 

ED90(range) 

Resistance factor Igo 

ED5Q(range) 

EDgo(range) 

Resistance factor Igo 

. 
Principal Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TABLE   129 

COMPOUND NAME 

OR NUMBER Vl^fMpfyrV). ?. W«W\v»v^.      PARASITE (SUB)SPECIES  . .Rk^gfcyfcl. 

FORMULATION . Tw*fc\%©/ H xCt ROUTE OF ADMINISTRATION : SC/*P/PO/IV 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X ... 

Strain Uaily dose 
mg/kg DO-D+3 

NO.   Of 
mice 

NO.   Of 

experiments 
Mean control 
parasite rate % 

treated PR%v100 
Control PRST1UU 

LO    +   3-0 S m. loo 

B.O   •»    3.0 s _ S7fc» t 3t 

RC lO'O   ♦   B>>0 s i .» 9^.\   -» 1-5 

2>00   •«   30 s _ too 

0 \o 5 S 

E050(range) IN ACTINIC    AT   *AT3> 

EDgQ(range) 

Resistance factor l„Q 

I'O  +   lO'O 5 m 98-1 * It 

3..0 ♦ too 5 _ <2)3-5 t o^> 

Re loo •♦ IO.O s 1 - lOO   * 2.0 

3oo * too 5 - 911 * it 

0 to 5-5 
f 

ED50(range) 
\NACT<V£     H*    N^T^ 

EDgo( range) 

Resistance factor IgQ 

Principal Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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SUMMARY OF ANTIMALARIAL DRUG TESTS 

(BLOOD SCHIZONTOCIDES) 

TABLE  130 

COMPOUND NAME 

OR NUMBER .MfcrSfW^.3, Q&9FPffm*'   PARASITE (SUB)SPECIES . .^'.V*^»*\ ... 

FORMULATION . 7T***^^0. 8<?./ H^O. ROUTE OF ADMINISTRATION : SCAIP/PO/ii/ 

MAXIMUM TOLERATED DOSE (MTD)    MG/KG X  ... 

Strain Uaily dose 
mg/kg DO-D+3 

No. of 
mice 

NO.   Of 
experiments 

Mean control 
parasite rate % 

ireated PRJ^ 
Control PRrluu 

»-0 ■» 300 s — IOO 

"2>.0 ■»  2>0-D 5 ^ lOO   *   Ot 

Rc 100 * ao-o 5 I ^ 9fe.^>i 5-4- 

"ioo * so-o S ■. 9>&.\ ± 21 

i> IO 5-2> 

ED5Q(range) 
INACTIVE    AT    tAXS> 

EDgo(range) 

Resistance factor IgQ 

l-O   +   fcO-O S _ 9T-4- i 3,9 

"5>.o ■» bo.o 5   9>8-l  1  1-4- 

Re IOO •• fco-o 5 1 _ IOO 

3oo *too 5 - 5«fc-2> * 51 

* lo S3 

ED5Q(range) 
lNACI»>>6    AT    N\TT) 

EDg0( range) 

Resistance factor Igo 

Principal  Investigator: Professor W.Peters 

Department of Medical Protozoology 

London School of Hygiene & Tropical Medicine 
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APPENDIX 4 

SUMMARY  OF  DATA  FROM BLOOD SCHIZONTOCIDAL TESTS  PERFORMED  QN 
WRAIR COMPOUNDS IN LIVERPOOL AND LONDON BETWEEN 1967 AND 1987. 
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SUMMARISED RESULTS OF BLOOD SCHIZONTOCIDAL ACTIVITY TESTS 

PERFORMED ON WRAIR COMPOUNDS IN LIVERPOOL AND LONDON 

BETWEEN 1967 AND 1987 

EXPERIMENTAL MALARIA CHEMOTHERAPY UNIT 

DEPARTMENT OF MEDICAL PROTOZOOLOGY 

LONDON SCHOOL OF HYGIENE AND TROPICAL MEDICINE 

KEPPEL STREET, LONDON, WC1E 7HT, ENGLAND 

PRINCIPAL INVESTIGATOR: PROFESSOR W. PETERS MD DSc 

11 MAY 1987 
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INTRODUCTION 

During the twenty year period between 1967 and 1987, the 

Principal Investigator has headed an experimental chemotherapy 

unit investigating candidate antimalarial compounds in a series 

of collaborative studies with the Walter Reed Army Institute of 

Research. These studies were commenced in the Department of 

Parasitology, Liverpool School of Tropical Medicine and 

transferred in 1980 to the Department of Medical Protozoology, 

London  School   of Hygiene  and  Tropical  Medicine, 

The data contained in this presentation have been prepared by 

re-examining the experimental data obtained over this period and 

recalculating the results by the techniques currently in use in 

order to provide a standardised series of Tables. This was 

necessary as our reporting procedures have changed over the 

twenty   years   of  these  collaborations. 

The Tables show the EDgo values and the Resistance Factor 

(Ig0) for all the WRAIR compounds submitted for blood 

schizontocidal activity testing during this period, together with 

tnose obtained with a series of standard compounds and some 

primaquine analogues and metabolites which have been supplied 

from  other  American   sources   in   connection   with   these  studies. 

MATERIALS   AND   METHODS 

1.GENERAL   CONDITIONS 

Eperythrozoon coccoides free, random bred, male Swiss 

albino mice (TFW strain, supplied by A.Tuck and Son, Rayleigh, 

Essex) weighing between 18 and 20 grammes are used for all of the 

tests. 

They    are   maintained   in   temperature   controlled   quarters 

14-8 
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(22° + 2°C) in batteries of plastic cages with five mice in each 

cage. The mice are fed Dixons No.86 diet and receive tap water 

ad   libitum. 

2.   BLOOD  SCHIZONTOCIDAL   ACTIVITY 

Evaluation of blood schizontocidal activity and cross 

resistance patterns is carried out by the employment of the "four 

day test"(Peters,1970). A battery of fifteen strains of 

P.berghei, comprised of one drug sensitive strain (P.berghei KBG- 

173,"N strain") and fourteen lines resistant to a range of 

antimalarial drugs, is currently maintained for this purpose. 

Routinely, compounds are examined initially against the drug 

sensitive N strain and further studies utilising drug resistant 

lines are employed only when indicated, unless specifically 

requested. 

PARASITE  SPECIES   AND   STRAINS 

All   P.berghei   or   P.yoelii  ssp. 

a.    I   (=   Keyberg   173):    Sensitive   to   all   standard   antimalarial 

drugs.    Does   not    produce   gametocytes.    Maintained    by    syringe 

passage. 

D» NS (P.yoelii ssp.): Moderately resistant to chloroquine. 

Maintained by cyclical passage through Anopheles stephensi and 

syringe passage under drug pressure in mice (60 mg/kg s c. once 

immediately   following  infection). 

c. RC - derived from N: Highly resistant to chloroquine. 

Maintained by syringe passage under drug pressure (60 mg/kg/day 

s.c. ). 
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d. P - derived from N: Highly resistant to primaquine. 

Maintained by syringe passage under drug pressure (60 mg/kg/day 

s.c.). 

e. B - derived from N: Highly resistant to cycloguanil 

hydrochloride. Maintained by syringe passage under drug pressure 

(60  mg/kg/day   s.c). 

f. PYR - derived from NK65: Highly resistant to pyrimethamine. 

Maintained by syringe passage under drug pressure (100 mg/kg i.p. 

once,    following   infection). 

g. ORA - derived from NK65: Highly resistant to sulphonamides. 

Maintained by syringe passage under drug pressure (1000 mg/kg 

sulphaphenazole   s.c.    once,    following   infection). 

h.      N/1100   -   derived   from   N:    Highly    resistant   to   mefloquine. 

Maintained   by    syringe   passage   under   drug   pressure   (60   rag/kg   s.c. 

once,    following   infection), 

i.  MEN(N/1086)  -   derived  from  N:   Highly   resistant  to  menoctone. 

Maintained   by    syringe   passage   under   drug   pressure   (60   mg/kg/day 

s.c.). 

J.     NH  -  derived   from   N:   resistant   to  ha^ofantrine.   Maintained   by 

syringe   passage   under   drug   pressure   (5.0    mg/kg   s.c.    once, 

following   infection), 

k.      NPN   -   derived    from    N:    highly    resistant    to    pyronaridine. 

Maintained   by    syringe   passage   under   drug   pressure   (30   mg/kg   s.c. 

once,    following   infection), 

1.     Q -   derived   from  N:   highly   resistant  to quinine.   Maintained 

by    syringe   passage   under   drug   pressure   (600   mg/kg   p.o.    once, 

following   infection). 

a.       ART   -   derived    from    NS:     highly sistant    to    artemisinin. 

Maintained   by   syringe   passage   under   drug   pressure   (150   mg/kg   s.c. 

once,    following   infection). 

2SO 
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n. N/1019 - derived from N: highly resistant to the Triazine WR 

99210. Maintained by syringe passage under drug pressure (100 

ing/kg   s.c.   once,    following   infection). 

o. N/1708 - derived from N: highly resistant to the Mannich base 

WR 228258. Maintained by syringe passage under drug pressure (10 

mg/kg  s.c.   once,   following  infection). 

Blood  Schizontocidal  Test  Protocol 

Male, random-bred Swiss albino mice weighing 18 - 22 

grammes are inoculated intravenously with 10? parasitised red 

blood cells of one of the above P.berghei strains. Animals are 

then dosed once daily for four consecutive days beginning on the 

day of infection. Compounds are dissolved or suspended in sterile 

distilled water with Tween 80 and administered subcutaneously, 

intraperitoneally or orally. Where exceptional difficulty is 

encountered in preparing an aqueous preparation, the test 

compound is first dissolved in dimethyl sulfoxide and, 

subsequently, aqueous dilutions are prepared for use. The 

parasitaemia is determined on the day following the last 

treatment and the ED50 an^ EDQQ, i.e. 50? and 90? suppression of 

parasites when compared with untreated controls, estimated from a 

plot of log dose : probit activity. Standard error is calculated 

with the aid of Table 18, Geigy Scientific Tables, 6th Edition. 

The degree of cross resistance is determined by comparing 

activity   in   the  sensitive  and  resistant  strains. 

ED^g/EDgo   resistant   line 

ED^Q/EDgg  N   strain 
Index  of cross  resistance  s 

Notes 

la      Peters,W.    Drug   resistance   in   Plasmodium   berghei,    Vincke   and 
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Lips, 1948. I. Chloroquine resistance. Exp. Parasitol.., 17,89- 

90(    ). 

2. Peters, W.,Portus, J.H. and Robinson,B.L. The chemotherapy of 

rodent malaria, XXII. The value of drug resistant strains of 

P.berghei in screening for blood schizontocidal activity. 

Ann.Trop.Hed.Parasit.,69,155-171,( 1975). 
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APPENDIX   5 

SUMMARY OF CAUSAL PROPHYLACTIC TESTS PERFORMED ON WRAIR COMPOUNDS 
IN LIVERPOOL AND LONDON BETWEEN 1967 AND 1987. 
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SUMMARISED RESULTS OF CAUSAL PROPHYLACTIC ACTIVITY TESTS 

PERFORMED ON WRAIR COMPOUNDS IN LIVERPOOL AND LONDON 

BETWEEN 1967 AND 1987 

EXPERIMENTAL MALARIA CHEMOTHERAPY UNIT 

DEPARTMENT OF MEDICAL PROTOZOOLOGY 

LONDON SCHOOL OF HYGIENE AND TROPICAL MEDICINE 

KEPPEL STREET, LONDON, WC1E 7HT, ENGLAND 

^ 

PRINCIPAL INVESTIGATOR: PROFESSOR H. PETERS MD DSc 

21 JULY 1987 

•0.92. 



"*^w y—~, 

INTRODUCTION 

During the Principal Investigator's collaboration with WRAIR 

in Liverpool and London, a large number of putative antimalarials 

have been examined for causal prophylactic activity. Definitive 

results from these tests are given in the tables below. Where it 

has not been possible to reach the Minimum Fully Effective Dose 

because of toxicity or lack of compound, results are expressed as 

beinp: more than either the Maximum Tolerated Dose or the highest 

dose   tested   as   appropriate. 

As would be expected, the test protocol has evolved to SOT° 

extent over the years but no essential changes have oecupr°i 

which prevent a valid retrospective comparison being made. The 

current   test   protocols  are  given   below. 

1 

* 

2.GENERAL   CONDITIONS 

Eperv throzoon   coccoides   free,   <"^n->-\w  bred,   ->ale Swiss 

albino  mice  (TFW   strain,   supplied   by   A.Tuck  and  Son,   Rayleigh, 

Essex) weighing between 18 and 20 grammes are used for all of the 

tests. 

They are maintained in temperature controlled quarters (22° + 

2°C) in batteries of plastic cages with five mice in each cage. 

The mice are fed Dixons No.86 diet and receive tap water ad 

libitum. 

3«   CAUSAL   PROPHYLACTIC   ACTIVITY 

For the routine examination of compounds for causal 

prophylactic activity, we use the modified form of the technique 

described by Gregory and Peters (1970) and later elaborated by 

Peters   et   al   (1975).   In   spite  of  the   inherent   disadvantage   of 

X95 
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being unable to differentiate between direct action on the 

hepatic schizont and an effect on the emerging blood stages in 

the presence of both causal prophylactic and marked residual 

activity by this technique, we feel that for the majority of 

compounds this has proved to be the most satisfactory of the 

tests available, other than the use of P.cy nomolgi in the rhesus 

monkey with its intrinsic problems. In this context, it should 

also be stressed that unlike the rhesus monkey/P.cy nomolgi 

system, the rodent model is designed to demonstrate causal 

prophylactic action and not antirelapse activity. 

PARASITE SPECIES 

P.yoelii nigeriensis(N67;NIG): A moderate level of resistance to 

chloroquine is an inherent characteristic of this strain, which 

has never been exposed to any type of drug pressure. Maintained 

by cyclical transmission through A.stephensi (Lahore strain) 

without drug pressure. 

Causal Prophylactic Test Protocols 

(a) Preliminary prophylactic screening test 

This test is designed to indicate the presence of any form of 

prophylactic activity in mice infected with P.y.nigeriensis. 

Three groups of TFW mice (3 mice/group) are used for each 

compound in this test. 

Group 1  Sporozoite inoculum at D+0. 

Group 2  Sporozoite inoculum at DvO; 30 mg/kg s.c. test 

compound two hours post infection. 

Group 3  Sporozoite inoculum at D+0; 100 mg/kg s.c. test 

compound two hours post infection. 

2°>4- 
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The  sporozoite  inoculum  is   prepared   from  A.stephensi   fed   10  - 

14  days  earlier  on   infected   TFW   mice.   The  mosquitoes  are   stunned 

by   concussion and homogenised by   hand in a Teflon grinder  with 

Locke's   solution   with   added   5   %   w/v   bovine   serum   albumin 

(Fraction  V).   The  suspension   is   lightly   centrifuged,   decanted  and 

0.2   ml   inocula   of   the   supernatant   are   given   intravenously    to 

mice. Approximately   300  mosquitoes  are  used  to  infect  50  mice. 

Compounds are  dissolved  or suspended  in  sterile  distilled 

water    with    Tween     80    and    administered    subcutaneously , 

intraperitoneally   or   orally.   Where   exceptional   difficulty   is 

encountered    in    preparing    an    aqueous    preparation,     the    test 

compound    is    first    dissolved    in    dimethyl    sulfoxide    and, 

subsequently,  aqueous dilutions are  prepared  for use.  Unless an 

alternative   route   is   indicated,    the   compounds   are   routinely 

administered   subcutaneously. 

The   dose   levels   used   have   been   arbitrarily   selected   to   give 

an   indication   of   the   doses   to   be   used   in   the   full   causal 

prophylactic  test,  and may   be varied when necessary,   e.g.  where 

the  test  compound   is   toxic  at   the   proposed   dose. 

Stained   blood   films   from   each  animal  are  examined  at  D+7  and 

D+14.   The   results   are   expressed   only   as   positive   or   negative   and 

four   categories   of  activity   are  recognised. 

Grade   1        ?   Fully   active..........,.0/3   positive 

Grade    2 ?     Active........»......... 1 / 3    positive 

Grade  ?,       ?   Slightly   active.........2/3   positive 

Grade   4 Inactive..................3/3   positive 

This preliminary screen affords a simple method of 

determining the presence or absence of activity and also, by 

extension of the dose range , it enables a large number of 

coDipGUuuS   to   us   screened   pspiuiji    to   determine   the   probable 

X95 
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effective dose prior to examination in the more time consuming 

I 

full causal prophylactic test. 

(b) Causal prophylactic test 

This test is designed to differentiate between prophylactic 

' activity and residual suppressive effect of test compounds in 

rodent malaria infections. It does not indicate the presence of 

antirelapse activity since there is no comparable stage in this 
i 

infection to the hypnozoite of P.cynomolgi or P.vivax. 

The test is based on the inverse linear relationship between 

the logaiithm of the sporozoite inoculum and the mean time taken 

for the resulting erythrocytic infection rate in groups of mice 

to reach 2 per cent. This relationship is valid only in an 

established range and breaks down if 

■"— I (i) the sporozoite inoculum is insufficient to give 100 per 

1 
cent patency, or 

(ii) the sporozoite inoculum is extremely large. 
1 

Further, the test depends on the finding that 

(a)  the minimum prepatent period is between 47 and 50 hours 
, 

(48 hours has been assigned for purposes of calculation) 

and (b)  the growth rate and drug sensitivity of the erythrocytic 

I 
> 

stage of the parasite is independent of the source, i.e. 

whether derived from injected sporozoites o  parasitised 

red blood cells (RBC). 

1 The original test contained a control group which received 

infected RBC only as well as the control which was infected with 

both sporozoites and RBC, but a statistical analysis of several 

hundred control animals has shown that there is no significant 

difference in the mean prepatent period between these groups. 

X°>fo 
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Therefore the control receiving only RBC has been dropped from 

the test and , as a result ,the calculation of residual and 

prophylactic activity   has  become much  simpler. 

Four  groups  of mice  are  used  in   the  test: 

Group    1      Sporozoite   inoculum   on   DO;    saline   at   DO+2 

hours. 

Group 2  Sporozoite inoculum on DO; test compound at 

DO+2 hours. 

Group 3  As Group 1 + RBC at DO + 48 hours. 

Group 4 As Group 2 + RBC at DO + 48 hours. 

The sporozoite inoculum is prepared and administered as 

described for  the preliminary screening technique. 

The blood inoculum, from infected TFW strain mice, is given 

intravenously in a volume of 0.2 ml and contains 10' infected RBC 

in isotonic saline. The parasite used is the N67(NIG) strain of 

P.y.nigeriensis. 

Test compounds are prepared and administered in the manner 

described for the preliminary test. 

Daily blood films are made and examined from D+3 until the 

parasitaemia reaches 2 per cent. Any animals which do not show 

patent infection by D+14 are considered to be negative. 

Differences in the pre-2 per cent patency period (P2PP) 

between control and treated sporozoite inoculated animals can 

reflect a drug action on EE stages, erythrocytic forms or both. 

Cross-inoculation in parallel series of groups with infected RBC 

allows the residual drug action on erythrocytic forms to be 

assessed, leaving a value proportional to the effect on the EE 

stages only. 

Hence, if P2PP Group 1 = a, P2PP Group 2 = b 
and P2PP Group 3 = c, P2PP Group 4 = d 

1°>7 
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Then, (b-a)   =   Total   activity 
(d-c)   =   Residual   activity 
(b-a)   -   (d-c)   i   Causal   prophylactic   activity 

Where  negative  values  or   positive  values   less   than   0.5  are 

obtained   from   these  calculations   they   should  be  regarded   as   zero. 
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WR NUMBER BN MFED RESIDUAL ACTIVITY(D+2) 

WR 3102 - 30 - 100 NIL AT 300 

WR 5949 - 600 - 1000 NIL AT 1000 

WR 6010 - 30 - 100 NIL AT 100 

WR 99210 - 1 - 3 NIL AT 3 

WR 27653 - INACTIVE AT 300 

WR 3090 B - > 10 MARKED AT 10 

WR 5677 B AE 06841 10 - 30 NIL AT 100 

WR 6798 H - > 1 PRESENT AT 1 

WR 9838 B-0 ZC 23620 30 - 100 NIL AT 100 

WR 40070 AD AF 10617 30 - 100 NIL AT 100 

WR 118176 AA AC 87355 30 - 50 NIL AT 50 

WR 157835 AW 23379 > 300 NIL AT 300 

WR 157830 - INACTIVE AT MTD (30) 

WR 148703 AE AX 28619 10 - 30 NIL AT 30 

WR 161085 AB AX 26820 INACTIVE AT MTD ( 100) 

WR 5994 AJ AX 47276 > 1000 NIL AT 1000 

WR 6012 AG AV 96493 10 - 30 NIL AT 30 

WR 49808 - 3-10 NIL AT 10 

WR 131836 AX 64080 100 - 300 NIL AT 300 

WR 30090 AH AU 34863 300 - 1000 NIL AT 1000 

WR 113618 AT 88437 > 100 PRESENT AT 100 

WR 135403 AX 26982 0.1 - 0.3 PRESENT AT ■. 

WR 142490 AX 23187 30 - 100 MARKED AT 

WR 166391 AA AX 6H81 > 300 po NIL AT 300 

WR 122455 AG AX 76053 > 60 MARKED AT t 

WR 164861 AA AX 57772 INACTIVE AT 3< )! MARKED AT 

WR 36971 AB AF 55385 INACTH IE   AT 300 

WR 91808 AB AS 52352 3-10 MARKFD »" 

299 
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WR NUMBER BN MFED |RESIDUAL ACTIVITY(D+2) 

WR 99682 AB AT 70453 30 - 100 !PRESENT AT 100 

WR 90558 AC AV 21316 10 - 30 I PRESENT AT 30 

WR 137812 AV 45432 1 - 3 ! NIL AT 3 

WR 77135 AB ZC 86529 30 - 100 !PRESENT AT 30 

WR 106147 AD AY 97897 10 - 30 ! NIL AT 30 

WR 27351 AO ZM 77810 INACTIVE AT MTD (300) 

WR 104361 AC BC 23775 10-30 ! NIL AT 30 

WR 159251 AA AW 91877 10 - 30 ! NIL AT 30 

WR 6025 A-0 AG 75480 INACTIVE AT MTD (300) 

WR 6026 A-I AG 75499 INACTIVE AT MTD (100) 

WR 187177 AA BB 44064 INACTIVE AT MTD (100) 

WR 172688 AB BB 48419 INACTIVE AT 300 

WR 7312 A-I BB 47761 INACTIVE AT 300 

WR 179305 AD BB 47734 3-10 ! NIL AT 30 

WR 184520 AA BB 41670 INACTIVE AT MTD (100) 

WR 113254 AB BB 48455 INACTIVE AT 300 

WR 189294 BE 46719 30 - 100 ! NIL AT 100 

WR 44450 CO AY 29540 1 - 3 I MARKED AT 10 

WR 188303 AA BB 45543 INACTIVE AT 1000 

WR 182058 AY 98947 1 - 3 ! NIL AT 30 

WR 159248 AA AW 91840 > 300 ! NIL AT 300 

WR 93133 AC BB 59636 INACTIVE AT 300 

WR 3102 B-0 ZB 69309 30 - 100 I NIL AT 100 

WR 199782 AA BC 99948 > 100 (MTD) I NIL AT 100 

WR 197236 AA BC 71128 1 - 3 ! MARKED AT 3 

WR 199509 AA BC 60036 100 - 300 I NIL AT 300 

WR 203736 AA BD 53796 INACTIVE AT 1000 

WR 190830 AB BD 29165 30 - 100 i NIL AT 100 

300 



WR NUMBER BN MFED I RESIDUAL ACTIVITY(D+2) 

WR 4931 B- -0 ZB 38055 30 - 100 ! NIL AT 100 

WR 202437 AA BD 26164 10 - 30 ! NIL AT 30 

WR 49577 AE BD 27698 > 30 (MTD) I NIL AT 30 

WR 181721 AB BD 27161 INACTIVE AT 1000 

WR 118176 AB BD 29941 INACTIVE AT MTD (100) 

WR 199507 AB BD 24062 INACTIVE AT MTD (10) 

WR 206027 AA BD 54471 > 100 (MTD) ! NIL AT 100 

WR 200669 AA BD 24213 > 750 (MTD) ! NIL AT 750 

WR 29634 AB BD 04622 30 - 100 ! NIL AT 100 

WR 159817 AA AX 20597 30 - 100 ! NIL AT 100 

WR 93156 AA AB 65238 > 1000 I NIL AT 1000 

WR 205439 AA BD 54195 1 - 3 ! NIL AT 3 

WR 183489 AD BD 56671 INACTIVE AT 1000 

WR 189296 AA BB 46595 INACTIVE AT MTD (300) 

WR 5990 AA AG 99266 INACTIVE AT MTD (10) 

WR 181023 AE BD 57427 30 - 100 I NIL AT 100 

WR 207878 AA BD 57481 INACTIVE AT 1000 

WR 207717 AA BD 57258 > 1000 ! MARKED AT 1000 

WR 152520 AB BC 52936 > 1000 ! PRESENT AT 1000 

WR 206281 AA BD 54776 INACTIVE AT 300 

WR 179443 AC BD 57436 INACTIVE AT MTD (300) 

WR 183489 AE BD 57552 INACTIVE AT 300 

WR 208177 AA BD 57712 INACTIVE AT 1000 

WR 182230 AB BD 58040 > 1000 I NIL AT 1000 

WR 203607 AA BD 27652 30 - 100 ! NIL AT 100 

WR 203608 AA BD 27661 1 - 3 I NIL AT 10 

WR 210441 AA BE 10849 > MTD (10) i NIL AT MTD 

WR 210447 AA BE 10965 INACTIVE AT MTD (300) 

3ot 
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WR NUMBER BN MFED RESIDUAL ACTIVITY(D+2) 

WR 210446 AA BE 10983 INACTIVE AT MTD (300) 

WR 210434 AA BE 11024 INACTIVE AT MTD (300) 

WR 182234 AA BE 10198 3-10 NIL AT 10 

WR 210551 AA BE 11588 > 100 TRACE AT 100 

WR 210550 AA BE 11597 30 - 100 NIL AT 100 

WR 210809 AA BE 11275 > 1000 NIL AT 1000 

WR 603259 AC BE 10429 10-30 NIL AT 100 

WR 126187 AC BD 41223 INACTIVE AT 300 

WR 208442 AA ED 57981 30 - 100 NIL AT 300 

WR 211815 AA BE 08527 30 - 100 PRESENT AT 30 

WR 181517 AB BE 12370 30 - 100 NIL AT 300 

WR 211532 AA BE 12567 100 - 300 MARKED AT 300 

WR 212577 AA BE 13493 > 300 (MTD) NIL AT 300 

WR 182232 AC BE 08456 100 - 300 PRESENT AT 100 

WR 213640 AA BE 09999 > 300 (MTD) NIL AT 300 

WR 211814 AB BE 12905 0.1 - 0.3 NIL AT 30 

WR 214703 AA BE 15040 100 - 300 NIL AT 300 

WR 214706 AA BE 15077 100 - 300 PRESENT AT 100 

WR 215296 AA BE 16369 10 - 30 NIL AT 30 

WR 182234 AD BE 17580 3-10 NIL AT 30 

WR 214403 AA BE 14776 INACTIVE AT 300 

WR 210809 AB BE 18292 > 1000 TRACE AT 1000 

WR 158122 - 1 - 3 NIL AT 3 

WR 201678 AB BE 13304 10 - 30 NIL AT 30 

WR 211674 AB BE 20587 INACTIVE 1 IT MTD (300) 

WR 211816 AA BE 20630 30 - 60 NIL AT 60 

WR 215295 AA BE 16378 > 300 MARKED AT 300 

WR 29594 AC BE 20014 10 - 30 NIL AT 30 

302. 
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WR NUMBER BN MFED RESIDUAL ACTIVITY(D+2) 

WR 218336 AA BE 66832 > MTD (100) NIL AT 100 

WR 218335 AA BE 66930 10 - 30 NIL AT 30 

WR 199385 AB BE 19575 10 - 30 NIL AT 30 

WR 194343 AA BC 06452 60 - 100 NIL AT 100 

WR 219382 AA BE 71226 30 - 60 NIL AT 60 

WR 219783 AA BE 75948 INACTIVE AT 600 

WR 219784 AA BE 75939 60 - 100 NIL AT 300 

WR 218670 AB BE 59088 > 100 (MTD) PRESENT AT 100 

WR 216893 AA BE 19477 > 600 (MTD) NIL AT 600 

WR 2975 E- •19 AG 64745 30 - 60 NIL AT 60 

WR 6027 A- -0 AG 75828 30 - 60 NIL AT 60 

WR 127854 AC BE 20087 30 - 60 NIL AT 60 

WR 181023 AG BE 50003 10-30 NIL AT 30 

WR 6020 AD BE 20783 > 60 NIL AT 60 

WR 6020 AC BE 21066 60 - 100 po NIL AT 100 

WR 6021 AK BE 20907 125 - 150 po NIL AT 150 

WR 5990 AD AG 99266 30 - 60 po NIL AT 60 

WR 161085 AB AX 26820 30 - 60 NIL AT 60 

WR 211814 AB BE 12905 1 - 3 NIL AT 10 

WR 212624 AA BE 13822 30 - 60 MARKED AT 100 

WR 215295 AA BE 16378 100 - 300 MARKED AT 300 

WR 216100 AA BE 17491 > 100 MARKED AT 100 

WR 217124 AA BE 43759 30 - 60 NIL AT 60 

WR 218676 AA BE 55820 10 - 30 NIL AT 30 

WR 152149 AB BE 66770 > 100 (MTD) NIL AT 100 

WR 217154 AA BE 67204 30 - 60 NIL AT 60 

WR 219874 AA BE 79802 1 - 3 NIL AT 30 

WR 222671 AA BG 11891 30 - 60 NIL AT 100 

BOB 
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WR NUMBER BN MFED RESIDUAL ACTIVITY(D+2) 

WR 222890 AA BG 13831 > 300 TRACE AT 300 

WR 211533 AC BG 38034 > 150 (MTD) NIL AT 150 

WR 226296 AA BG 44452 1 - 3 NIL AT 10 

WR 215761 AA BE 16967 10 - 30 NIL AT 30 

WR 226426 AA BG 45208 1 - 3 NIL AT 3 

WR 226626 AA BG 46714 1 - 3 NIL AT 10 

WR 199361 AC BG 47168 1 - 3 NIL AT 3 

WR 206891 AB BG 47462 30 - 60 MARKED AT 60 

WR 216693 AB BG 47239 INACTIVE AT 100 

WR 227495 AA BG 56738 > 30 (MTD) NIL AT 30 

WF 127681 AA BG 56612 60 - 100 MARKED AT 100 

WR 128000 AA BG 58367 10 - 30 NIL AT 30 

WR 227988 AA BG 58447 INACTIVE AT 300 

WR 228002 AA BG 58189 1 - 3 NIL AT 10 

WR 228327 AA BG 60698 60 - 100 NIL AT 100 

WR 228335 AA BG 60689 10 - 30 NIL AT 30 

WR 220594 AA BE 84652 INACTIVE AT 100 

WR 220679 AA BE 96303 10 - 30 NIL AT 30 

WR 219130 AA BE 58643 10 - 30 NIL AT 30 

WR 226937 AA BG 55008 30 - 60 NIL AT 30 

WR 226762 AA BG 47293 INACTIVE i \T 100 

WR 226899 AA BG 52623 1 - 3 NIL AT 10 

WR 225374 AA BG 37591 INACTIVE 1 \T  MTD (30) 

WR 228457 AA BG 62790 30 - 60 NIL AT 60 

WR 228456 AA BG 62807 1 - 3 NIL AT 3 

WR 228583 AA BG 63644 10 - 30 NIL AT 30 

WR 228769 AA BG 66403 INACTIVE i \T 100 

WR 228710 AA BG 66412 1 - 3 NIL AT 10 

3o4 
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< WR NUMBER BN MFED I RESIDUAL ACTIVITY(D+2) 

WR 228708 AA BG 66798 10-30 i NIL AT 30 

WR 229046 AA BG 67179 INACTIVE AT 100 

WR 229011   AA BG 67099 > 100 i NIL AT 100 

WR 229092 AA BG 68354 INACTIVE AT 100 

WR 229238 AA BG 70112 INACTIVE AT 100 

WR 194965 AD BG 33940 10 - 30 ! NIL AT 60 

WR 225449 AA ZN 43971 10 - 30 i MARKED AT 10 

WR 226292 AA BG 44541 3-10 I NIL AT 10 

WR 211666 AB BG 11417 10 - 30 ! NIL AT ? 

WR 212579 AB BG 48969 60 - 100 ! NIL AT 100 

WR 226257 AA BG 44425 30 - 100 ! NIL AT 100 

WR 129577 AC AW 41662 INACTIVE AT 100 

WR 225448 BG 37402 10 - 30 I MARKED AT 10 

WR 221527 BG 48898 1 - 3 ! NIL AT 30 

WR 229431 BG 70578 INACTIVE AT 100 

WR 229397 BG 70596 INACTIVE AT 100 

WR 229406 BG 70603 INACTIVE AT 100 

WR 229396 BG 70630 INACTIVE AT 100 

WR 229398 BG 70658 INACTIVE AT 100 

WR 215733 ZN 43328 INACTIVE AT 100 

WR 212223 ZN 43391 30 - 100 j NIL AT 100 

WR 218804 ZN 43426 3-10 ! NIL AT 10 

WR 224097 ZN 43953 > 100 I NIL AT 100 

WR 229429 BG 70667 INACTIVE AT 100 

WR 229427 BG 70550 INACTIVE AT 100 

WR 4396 AR BG 66421 INACTIVE AT MTD (30) 

WR 206513 AB BG 79017 INACTIVE AT 100 

WR 230388 AA BG 81580 INACTIVE AT 100 

■ioS 
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WR NUMBER BN MFED |RESIDUAL ACTIVITY(D+2) 

WR 230395 AA BG 81599 INACTIVE AT 100 

WR 230394 AA BG 81606 INACTIVE AT 100 

WR 230387 AA BG 81615 10 - 30 I NIL AT 30 

WR 230386 AA BG 81624 INACTIVE AT 100 

WR 230216 AA BG 80967 INACTIVE AT 100 

WR 230212 AA BG 80994 INACTIVE AT 100 

WR 230225 AA BG 81035 INACTIVE AT 100 

WR 230284 AA BG 81222 INACTIVE AT 100 (MTD) 

WR 206287 AB BG 81759 INACTIVE AT 100 

WR 230621 AA BG 83191 INACTIVE AT 100 

WR 222119 AB BG 81740 INACTIVE AT 100 

WR 1544 BM AR 20613 INACTIVE AT 100 

WR 184806 AH ZN 37115 > 30 I NIL AT 30 

WR 33063 AF AW 43746 INACTIVE AT 30 

WR 171669 AE BB 43914 10-30 I NIL AT 30 

WR 172435 AC AY 98670 10-30 ! NIL AT 30 

WR 180409 AC BE 99420 > 30 I NIL AT 30 

WR 448 AG AG 22874 10 - 30 ! NIL AT 30 

WR 6798 AL AF 50013 3-10 ! NIL AT 10 

WR 93133 AC BB 59627 10-30 I NIL AT 30 

WR 179305 AD BB 47734 - 30 I 
WR 38839 B AM 33272 1 - 3 I NIL AT 3 

WR 99210 AE AW 23628 1 - 3 I NIL AT 30 

WR 14871 AB AX 26848 0.3 - 1 I TRACE AT 1 

WR 159412 AC BB 59823 0.1 - 0.3 po| NIL AT 3 po 

WR 159412 AC BB 59823 1 - 3 ! NIL AT 3 

WR 180872 AC BD 09556 < 3 ! NIL AT 3 

WR 81844 AD ZF 92291 > 30 ! NIL AT 30 

3ofe 

         .Hi- 



"T7   '" 

. 

, 

WR NUMBER BN MFED I RESIDUAL ACTIVITY(D+2) 

WR 87781 AB AB 34313 INACTIVE AT 30 

WR 231030 AA BG 89077 10 - 30 I MARKED AT 30 

WR 231033 AA BG 89086 10 - 30 I MARKED AT 30 

WR 231138 AA BG 89362 30 - 100 ! NIL AT 100 

WR 230837 AA BG 85408 INACTIVE AT 30 

WR 231350 AA BG 94630 INACTIVE AT 30 

WR 231633 AA BG 94907 INACTIVE AT 30 

WR 231530 AA BG 94916 30 - 60 ! NIL AT 60 

WR 232584 AA BH 05361 10 - 30 ! NIL AT 30 

WR 232143 AA BH 01069 3-10 I NIL AT 10 

WR 218573 AA BE 66994 INACTIVE AT 30 

WR 232956 AA BH 08773 30 - 100 ! NIL AT 100 

WR 233078 AA BH 08764 10 - 30 ! TRACE AT 30 

WR 233195 AA BH 10086 10-30 i TRACE AT 30 

WR 7295 AD BB 49961 INACTIVE AT 30 

WR 181613 AB BG 62110 INACTIVE AT 30 

WR 3863 B- -0 AG 75775 > 30 ! MARKED AT 30 

WR 61112 AC AF 10895 INACTIVE AT 30 

WR 219423 AA BE 73480 3-10 ! NIL AT 30 

WR 96345 AB BC 64589 3-10 ! PRESENT AT 10 

WR 194905 AB BG 00754 1 - 3 ! NIL AT 3 

WR 233627 AA BH 13989 10 - 30 ! NIL AT 30 

WR 150017 AC BH 30097 3-10 I NIL AT 30 

WR 155004 AC BH 30104 1 - 3 ! PRESENT AT 3 

WR 233821 AA BH 16711 10 - 30 ! NIL AT 30 

WR 235485 AA BH 35570 30 - 100 j PRESENT AT 100 

WR 235780 BH 37514 INACTIVE AT 30 

WR 235781 BH 37532 INACTIVE AT 30 
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WR NUMBER BN MFED I RESIDUAL ACTIVITY(D+2) 

WR 212293 AB BH 49943 3-10 ! NIL AT 30 

WR 233637 AB BH 49596 INACTIVE AT 30 

WR 237230 BH 57016 INACTIVE AT 30 

WR 237233 BH 57025 INACTIVE AT 30 

WR 237234 BH 57043 INACTIVE AT 30 

WR 237227 BH 57052 INACTIVE AT 30 

WR 237222 BH 57098 > 30 ! NIL AT 30 

WR 237264 BH 57392 INACTIVE AT 30 

WR 156949 AV 9985C INACTIVE AT 30 

WR 236066 BH 39634 INACTIVE AT 30 

WR 234749 AB BH 67503 INACTIVE AT 30 

WR 228258 AH BJ 30663 10 - 30 ! NIL AT 30 

WR 9792 AJ 63248 3-10 ! NIL AT 30 

WR 158124 BD 22997 10 - 30 | NIL AT 30 

WR 238605 BH 69990 10 - 30 I NIL AT 30 

WR 243789 BJ 08189 10 - 30 I NIL AT 30 

WR 246315 BJ 45691 1 - 3 | NIL AT 30 

WR 237375 BH 58120 INACTIVE AT 30 

WR 242511 AA BH 89438 1 - 3 ! NIL AT 30 

WR 242511 AB BJ 78592 1 - 3 ! NIL AT 30 

WR 44450 AD AY 29540 3-10 I PRESENT AT 3 

WR 102796 AD BC 78878 1 - 3 ! NIL AT 30 

WR 194343 ZN 41968 > 30 ! NIL AT 30 

WR 245082 BK 02771 10 - 30 ! TRACE AT 10 

WR 246796 BK O278O > 30 I NIL AT 30 

WR 250016 BK 16140 INACTIVE AT 30 

WR 6865 BK 23850 10 - 30 ! TRACE AT 30 

WR 15081 BK 12713 10 - 30 ! NIL AT 30 
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WR NUMBER BN MFED RESIDUAL ACTIVITY(D+2) 

BK 45678 > 3 (MTD) NIL AT 3 

WR 249684 AB BK 51550 INACTIVE AT 30 

WR 250548 AA BK 51621 10 - 30 MARKED AT 30 

WR 250547 AA BK 51630 1 - 3 TRACE AT 1 

WR 199508 AD BK 56500 > 100 NIL AT 100 

WR BK 64306 > 300 NIL AT 300 

WR BK 64315 INACTIVE AT 300 

WR BK 64324 INACTIVE AT 300 

WR BK 64333 > 300 NIL AT 300 

WR 203659 ZN 39913 10-30 NIL AT 100 

WR BK 74491 30 - 100 NIL AT 100 

WR BK 73127 30 - 100 NIL AT 100 

WR 254419 BL 05848 3-10 NIL AT 10 

WR 254594 BL 07762 > 100 NIL AT 100 
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NUMBER MFED  |  RA(D+2)   ! COMPOUND 

RKP 15 INACTIVE AT 30 N-acetate PQ 

RKP 39  ! > 30  ! NIL AT 30 N-acetate PQ biphenyl dimer 

RKP 81 INACTIVE AT 30 N-acetate PQ methylene iimer 

RKP 89 INACTIVE AT 30 PQ methylene dimer.4HgPOn 

RCGJM 9 INACTIVE AT 30 5-COCF3PQ.2H3PO2, 

RCGJM 15 INACTIVE AT 30 6-OH PQ.3HBr 

ANC.IX.19 > 30  ! NIL AT 30 N-COOH PQ 

RKP 94 INACTIVE AT 30 5-CH2-N   PQ 

RKP 89 INACTIVE AT 30 PQ methylene dimer.4H3PO4 

RKP 102 INACTIVE AT 30 5-CH2-N   PQ 

RKP 100 > 30  I NIL AT 30 5-CH2-N   0 PQ 

RCGJM 52 > 30  I NIL AT 30 5-0CH3PQ.2H3P04 

RCGJM 55 INACTIVE AT 30 5,6-OH PQ.3HBr 

RKP 101 > 30  i NIL AT 30 5-CH2N(C2H5)2PQ 

RCGJM 53 10-30 ! Nil. AT 30 5-0H PQ.3HBr 

5HPQ 10 - 30 ! PRESENT AT 30 5-hy droxy primaquine 

DHPQ 30 - 60 | NIL AT 60 5-hydroxy-6-desmethy1 PQ 

INACTIVE AT 60 carboxy metabolite of PQ 
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